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A rat cerebellum-origin G protein-coupled receptor protein or its peptide fragment or salts thereof; a nucleic acid encoding the 
receptor protein and its derivatives, etc. The above G protein-coupled receptor protein or nucleic acid encoding the same and its derivatives 
are usable in determining a ligand (an agonist) to this G protein-coupled receptor protein, as preventives and/or remedies for diseases in 
association with the dysfunction of the G protein-coupled receptor protein, as gene diagnostics, in screening compounds capable of altering 
the expression dose of the above receptor protein or its peptide fragment, etc. 
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1 



PCT/JP99/05534 



Ifr^ G g e U -Iz -/^ a Kfcct I>'^ (Z) D N A 

5 S'#i5^if 

WBM0'Dt>^< ti^tSLT>^?>guanjne nucleolide-binding protein iUT^ 

cfc u±mm^<^nm<Dm t u r^swica^^ictsf y SrSo t ^ . u-t y^s^ - 

ifyn&^\,^\t^m^^m\z^^mm(7)ttx^mmMm(Dmmm=ftit>nx 
i^^^o #11, ^mm^mt^im(Dm^ti.^mz^^b. ^n^enizt^ft^r^ 
u-t':^^-mBm^MLx't<D^mmt^omB^n-ox^^^o ^i^mz\t^rz^ 



wo 00/20S80 2 PCT/JP99/05534 

y >^2^\zm^t^mn^^mmznt£t>nT:ii o . c(7)<}; ^ lt# enfc c d 

NA©if>ri£?"J-75^'Expressed Sequence Tag (E S-T) t LXy^-'$^-^^-7^iZM:B 

d=.xhtbx, ^mm^mmt^mm&^tbxfim^nxtrz. t^^r, ;i 
(D^viz±i^j;^x(D±m^M\ziDi^xMmr$>^itt^^X'ti.<, mmSi§^^(Dm 

^^nTi/i/ctii, i^^t^^^^-yjyu-t-f^—^^^^^tELx^K), mzUG 
mBnmkmu±-:f^-mm:id^zsmmmmmm^nxi^^> 



wo 00/20580 3 PCT/JP99/05534 

vi. zm^\z\t. mu-ty'^-{z^t^7y'^zi-?.h'^7zi=.7.h(D^4rz 
u±^^-(Dm^^±\zm^t^mB.<D'^^/ihmm'^m^m\zitm-t^ zt^ 

15 

20 7°5"h'^;/t«^(Z)ig. mGm^mmmu±zr^-mBm^rzit^(D3':&^y°^ 

K $11- HT-S^^U^i:? 1x^^-5" H (DNA, RN A^ctlK-enec^l^iS^) 



wo 00/20580 4 PCT/JP99/05534 

zme^iD^mtcso'viT, ^ib\zm^^t.t^rzi^^. ^^Hj^^i^-r^tcSo/i. 
a y ^ 6S Jij 5: ^ ^ -r s <h ^ <!: f ^ G ^ 6 K * ^ M -ti y ^ - ^ e M S t i 

(2) ±IH (1) tea!tC0GMeS^tSSlU-t:7'iS'-ge»M^^:/^H^:^cfi 
20 (3) ±IH (1) IBicCDGMaS^tS^U-ti:^^-MeM$:=i-h*t-^^Sie^J 

(4) DNAT*§±IB (3) fHig(^# U 51 H, 

(5) mm^^: 2TS^n-s>*&SE?'j^WT^±fe (3) tHmcD^Up?^?^^ 

25 (6) ±E (3) IEm<75Jl^'J5?i?p:t5'K$r'^^T^m^^^i?;5'-. 

(7) ±12 (6) mm(Dm^^^^^--cmn^^-^'^timn^Wki^^ 

(8) ±12 (7) momnt^m^i^mb. ±12 (d um(DGm&n^'m 



wo 00/20580 - PCT/JP99/05534 

u 

(9) ±12 (1) mm(DGmBmm^mi'-t-f^-M^nhL<j,t±B (2) ib 

(10) ±12 (1) tm(DGm^nmmu±-f^--mBn(D'y^'i-Mm^^ 

5 (1 1) ±12 (9) mmom^^^'nbxu^t^^m^ 

(1 2) ±12 (1) tiWi.(7)Gm&npi'^mu±zf^-mBn'hb<\t±$i (2) 

a2ic(7)gB^^7'5'HSfc^i^cD:^^ffl<'^'5v:<!:tCci;0t#^n^5±l2 (1) 
(1 3) ±12 (1 2) l2mc^GMeS^tS^^-tiy^-MeK(7)'J:^>K$:^# 

(14) ±12 (1) t2W.(DGmBnm9iMU±zf^-MBnhL<\t±tc (2) 
|g«lc0g|55^^<<7'5"H^fcJi^<^:l€:l^^^^S-<!:^5:4#fl![trs±tB (1) IBitOG 

(1 5) ±12 (1) l2iiOGmeK^tSMHi-/^-MeHfcL<{i±l2 (2) 
15 l2iiCOg|5^^7'5^ K ^fcfi^-<D:^€:fflt,i^ Zt'^W^tt^ U **> K <!:±I2( 1 ) 
I2ic« G K^^SSI U-tl -M e M S ?t C7)ig <h ©^g^ft €:^{b ^ it ^ 

(16) ±12 (1) tim(DGmBnmkm\^±-f^-mBn^b<\t±ti (2) 
20 (1) tim(DGmBnmkmu-t7'^-mBntrzit^(D^t(D^^'tfk^^it^ 

(17) ±12 (15) s£m(D7.^^)-=.yifi3m^rz\t±t^ (i 6) i2iccDx^ 

ij-->yffl4^.y h$fflUTt#en-5 5. 'J:y>Ki±l2 (1) l2iiG)GgaS 

^ 2 5 * 

(18) ±12 (15) t2ic(7)X^U-->^:^t4t/iH±i2 (16) 12^0X^7 
'J-->^ffl=^<;/ h^fflUTtt'^.n^^. U:y>h*i:±t2 (1) IBitOGgaK 

mkmu-t^^-mBn^rzitt^<D^tm$'^ii'^^it-^-^^itu^^rz^t^(D 



wo 00/20580 g PCT/JP99/05534 

(19) ±12 (3) s5^(D;f^U7^^:t^K<i:A'r;^ h'J>vx>h;i^#T-C 
(2 0) ±IB (3) fSlg(7)#'J^^U':t5^F<i:Mfi^7ii:i^SiE^J^ctlK^«-^ 

5 (2 1) ±is (3) mm(Dt^^i-^^ut^\'^rz\t'^(D~M^m^^^ztmm 

(2 2) ±12 (9) fd,m(Dmi^^^^^^^t^^'mtt^±t& (1) l2«c(DGl 
(2 3) ±§2 (2 1) trz\t±ti (2 2) l2t!c<7)^«;^tiS:fflV^'5Ci:^1f|gJc!: 

10 T>5±iB (1) fim<DGm&nmmi-t'f9-mBn(Dmmf)^mmt^m^(D 

=A. hkr- i-*- 

(2.4) ±12 (2 1) Bm<D^mijm^m^^^^t^^witr^. ±12 (d 12 

G S a S^tSM U-fe y ^ - M e M CD^^ft ^ ^ fb^ $ 7t (7)^ 

15 (2 5) ±12 (2 2) tim(D^&:^^^^^^^:it^^WLtr^. mmm\zm 
s±i2 (1) Bm(DGm:^n^'ikm]^'t7'^-mBnm^^it^'^^it'^^^rz 

(2 6) ±12 (2 4) l2S!iC73;^^U-->^:^riS:ffl('iTt#e.n-5^, ±12 (1) 

20 

(2 7) ±s2 (2 5) ra(D7.^'J-->i^;^fi^fflV^Tt#'in^^, iBMlC 
4ot:^^±l2 (1) |2aoGMeK*^SMU-fe7'^-MaK«2r^^l:$i*^fb^^ 

25 (2 8) gaM*^, ITStD^n^TSy^E^J. E^J#^ : 1 T' 

g*3^tl^7 = /raJ'J+©l^Acti2{iiii± (»SU<«, l~3 0jifiS, 
<fcO$ftL<«l~9fligS. $^{Cj?^L<}iM (1-5©) ) (J)7^J^ 

t^^^Lfzj ^ mm^i (DE»#: iTSt)$n^7 5y^ffi?ijici^fctt 



wo 00/20580 y PCT/JP99/05534 

{zff^LKit^m (i~5{i) ) (Dj^ymm^LfzT^ymmt ®mm^ 
^: ir^t>^M7iym^m(Di^rzit2m&.± ($f^L<ti. i~3o 

5 *^-&/i7^ysfE?'j^^wr§MaKT*s±fE (1) tBm(DGleK^^sMl/ 

(2 9) ±12 (1) f2f£(DGgeK^SMU-t:7'^'-iaKt)L<ti^MS/i 
tt±IB (2) IEm(^gP5^^y5^HfoL.<}i'?-0:t<h. %tm\:^^t^Wlt^^^ 

10 (3 0) ')iiyYtm7L\t7y^^'ry'yy. t-y^yy. fi-tMj^Y. 

r-t- yyi/p'^-^. nuip — y^>'r_/, — j. — u-syy ^ 

tf:t< H, :/.U >> /N*V7'U-y->>, ^^>h^>, PACAP, -ti:7U^>. 
iy;i/;^li*>, :^;;i/vh->. 7 K ->*a U >, W h7.:$'5">. GHRH. 
CRF, ACTH, GRP, PTH, VIP inV7{Pf->C:f -i yj'T.J' y{ -y 

15 )\' ^j^U^y^'K) , VThX^5^>, H-/t5>. t^U>, 75'J>, 

-::;4^->, CGRP (;^;;i/->hn>v->ij U-x-r K^7'5=-H) , D-rnh 
UX>, A°>:i7U'7;^^^>. ZfUTs^ifyyVy. hP>:j^:^-tt>, 7xy'> 
>. 7Kl/::hiJ>, a43cfca^3 -'Jr^;^'f > (chemokine) (««JA(^, IL-8, 
GROa, GROlS, GROr. NAP-2. ENA-78, PF4, IPIO, 

20 GCP-2. MCP-1. HC14, MCP- 3. 1 - 3 0 9. MlPla, M 
IP- 1/3, RANTES^^Ct*) , X>H-feU>. X>xa:tf;^hU>. 

^->Tfe^±IB (2 9) fSScCDU;^>HO^^:^^£, 
(3 1) (i) ±12 (1) l2ic(7)GgeK^tSSlU'-f/^-g6KfcL<ti^cD 
25 i^*;'cfi±sB (2) %m.(OU^^-:f^Y^L<\t't(D^t. '}-»yYt^^f&-^ 
^it^%t. (ii) ±12 (1) tmo:>Gm^%^'^my^L-^^-m^^%L<\t 

^(Oik^Tz\tkM (2) f2a£M»^y5=-h*feL.<«^a)i^<i:, '}-»yVii^n 

u.m\:%mf^^m^tzm%t(D);!cn^'nfs.oz.t^w^tt^±.%^ (i 5) 
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(3 2) (i) ^iS^L/i'J;y>K^±f2 (1) tim(DCWBn^'imu±.^^'- 

mBnhL<\t^(D^^rz\t±ti (2) um(D^^^'y^\'hb<i,t^(Dmzt^ 
m-^^fz^M'^t. (ii) mwiLrz^):fs>}'ii<iimtmit't<^^±B (d tm(D 
GmBnmkmu-\i^d^--mBnhb<it^(DU^Tzi-i±B (2) t^mo^m"^ 

^u;^>H(!i±iH (1) B^(DGm&npi'ikmu'f:r^-mBm^rzit^(DMt 

10 (33) ( i) «L/i'J;^f>h*^±fB (1) f^m<7)GgeM^Si!l^-l:y^- 
^aK€■^^T'S>mic^ii^^■^2:fc^'&<i:, (ii) mt^Ltz'ji^y^ii^is^m 

^T^z t^wmtir^vii> K t±fe ( i ) mm(DGmmmmmu-f:f^- 

15 ^Bn^rzit^(Dmt(Dm'ti^^mt^'&^it^^^rzit^(Di^<DX^*}-:L> 

(3 4) (i) ^igiL/5:'j;«?>h'$±HB (1) timoGmBmrnmu-f/^- 
mBn^-a^r^m^o^mm^^^zmm-^'itrzm'^t. (ii) ^is^L/cU:^*>Hi5 

20 mcDM^i-tii^M^-fr/iJi^i-ijit^, i^^vrz^j:fj>\^(Dtmm(Dmm^\z 

GmBnPi'i&mu-tzf9-mBntrz{t't0Ut(D^^'^i^^m\:t'^^it'^^^ 

(3 5) (i) ^illSLAc'J^>H^±ie (7) E®(7)?gSSmi$:^l§«t^:i<i: 

25 \z^'Dxmmww§kW<Dmum\zw^\^fzGm.B%w^mv-ff^-mB%\zti 

m.^^tzm'^t. (ii) ^iSLfcU:y>K*3ci;i;iiS:^{b^ti^&±BB (7) %im<D 

m%^^w^mmr^z.t\z^^xmmmkW(r>mm\z%mLtzG^Bni^ 
'im\y^L-f^-'^B%\zm^^rz^'^\zm^. ^^Lrz'}iiy ycd^gwb 
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(3 6) (i) ±12 (1) mm(DGmBnmkmu±':f^-mBntrz\t'^(D^ 
^^mtt^it^^^±u (1) mm(DGmBnm9imutz^^-mBn^^'^ 

-mBn^rz^t^<DmfB^i\:t^it^^ii^mmit^^^±B (i) ihiko 

Wmtt^')i1>\'t±.m (1) iB«cCDGgeK*tSSil--fe7'^-M6M^^c:^i 

(3 7) ±12 (1) l2t^roGM6«?^^SsiU-fe^^-MeM^^::vi-?-<^it^?Sti 
{l:-r-S{|^^t)^^±ie (7) f2m©.ffmmi*:^&^^T«>wiii.i;oT^?^MS^ 
^(7)^BaiKlC^SL/iGMSK*tS^U-fe:/i5'-MaKHt^M^-y:fc«^t> ± 

IB (1) t&m<DGmBnmmu't:f^-mBni^rzn^<Di^^mmtt^it^ 
15 ia43cfcu-'^i^fb^ti^±tB (7) timmm^Wki^^^mt^ztiz^^rmm 
n^Wki^ommmizmmLtzGm&nmmu^zf^-mBmzmM^'^rzm^ 
ic*5tts> Gges^^ssiu-t^^-MeK$r:n-r§mM?stt^«t, It 
mt^zt^^mtt^')^>\'t±m (d t2m(7)Gga«*ts§i^ir-/i$'- 

20 ^yjm. 

(3 8) ±12 (1) fBac(7)GMeK^SliU-t:^37-Ma»^?5M-rs{k^t) 

vyu7v'>. ;t=^vh'>>, PACAP, ^L^v^y. ^)\^-hziy. ii)\/yv 

25 7KUyp<vaU>, VTh;^^5'>. GHRH, CRF, ACTH, G 

RP> PTH. VIP (A'VJi^x-^'"/ ^>xXT-'f ^^U^T'^'K) ^ 
7Th;^^5'>, H-/15>, ^f^U>, 75'J>, y7v=^^->, CGRP ^ti 

=fy. -fuT.^cfyy'yy^ vuyts^^y. T^jyy. 7h*i/:fu>. a*5 



wo 00/20580 PCT/JP99/0S534 

10 

J^UB-^'tti-O (chemokine) IL-8, GROa, GRO/3, G 

ROt. NAP-2. ENA-78, PF4, IPIO. GCP-2, MCP- 
1. HC14, MCP-3, 1-309, MlPla, MIP-li3, RANT 

6) ^rz\t (3 7) ie^o;^^u-->i/m 

(3 9) ±IB (3 1) ~ (3 8) iE«lc(Z)X^U-r>^:^STt#bn^5, U 
>H<h±IB (1) IBm<75GgeM^tSSIl/-fey^-^eKSrc«^Oi£i:CD|g^ 

10 (4 0) ±IB (3 1) ~ (3 8) Um(D7.^'}-z.yif:^mx%^t\o^. U :^ 

(4 1) ±te (1) tm(DGmB%mmv-tzr^-miBn^^^f^mu^t: 
15 (4 2) ±12 (1) MoGgeM^tsMu-tr:^^-MeM^£^wr^«©m 

m^^'^^-t^:it^^mft^±M (16) l2m(^7>i'U-:::>^ffl4^-y 

(4 3) ±13 (7) tm.<nT^nmkW^mm.r^zt\z^oxwiMmi.^w-(Dm 

E (16) i5«<7)7.^-'J-X>:^ffl4^-y h. 

20 ( 4 4) ±12 (4 1) - (4 3) tm.(Dx^ ^}--y^m^v v^m^^xm^ti 

'inyYtlM (1) l2ic<75GMaK^tSSI/-fe:/5'-MaKS/r(i^(75 

(4 5) ±12 (4 1) - (4 3) tm.(D7.^'}-Z.yC^m^vh^m^^X'iMfC^ri 
o^. >J;y>H<i:±l2 (1) Mc^GMaK*i5iiUiiy:5'-MeKS/t(i^(?) 

(4 6) ±12 (9) I2ic<7)*t^<i:. ±12 (1) f2tfe(7)Gge«^tSSIHry^- 
MeK=foL<«±l2 (2) l2m(7)gP5i-^y5"K^fc«^Oi^<»:?&tl^j»$1l:5^<!: 
$:1#gS[<!:t-§±l2 (1) (^GMaS^tSMU-f/^-MSSt) L < (i±l2 (2) 



wo 00/20580 J I PCT/JP99/05S34 

(4 7) ±ie (9) tm<Dm^.t. ^^mii^xsmmit-^nrz±ti (d tim(D 
Gm^nmmwii-f^-mQntvKiit^B (2) s5«cogB5i-^7'^H^/c« 

±iB (9) tzm<Dmt^mm$>^^^^tmmizKjt^-^itrz(D%. ^mmw± 

10 co^Mc75?g'l4$:«r§^<i:^4#tl![<i:-r-&l5^jS*cD±sB (1) tim.(DGm& 
^-gSMr CB 7T0 8 4 ^D- H-T^DN A(7)i^aSB^"J. *3 ctU^-^nT^^ bJt 

^$n?)7s /i^SB^j^^f (ii2ic^<) , 
EI2 linjs^aj 1 rmnrz^nm<Dyy h^m^mGrnBumkmu-^izf^- 

gaSr CB 7T0 8 4 i&n- Kf -50 N AMSE^J< ^3J;L^'^t^;i^b^i^$ 

20 n^7 5y^E^J<&^T (0iwM#) = 

m3\tmiii^zsm2\z^Lft7^jmm^it:ht\zi^j&Lrz. 

h/M^*5feG^eK*iSSl/-t^37-MeKr CB7T0 8 4 0i^7KttyP>y h 

*^B^oGMaM^^^ss^•fe7•^$'-MaK (ot, x^^L-f^-m^ntimt 

^b^^t^h^) \t. E?iJ#^: IT^^^n^J^yg^SB^J (illiJcttJf 1112 4' 



wo 00/20S80 J 2 PCT/JP99/0S534 

yyh. -^^yx. •:f^. t7v, -^v. ^)\/fS.E') (f^h^b^^^W^ (^J 

x\t. WW. ^wmk. i7'ij7ifflBa. nrnm"^^ i^^y^^um 
BS, ^>y;i'/\>7m. s^m> ±CTBa. nim^> mmmi%. bmm 
5 BS. mmu. Mm, ^jsm (0*j> •7^d7 7-v, t«, b«. 

mm. -t^tt. SS^-i-ilfflflS. Miat>L<«rB^ 

10 (^^J. mt^ HHI^. rS.l. m/^TSB. ^^T^^. ;^fw^K. 

SH. Ma. ttsl^. iiisS^. IlijUH, H^i^^. fla^. EM) . tM. T 
M-f^i. I^E. ^K. M. ±5iBI. ^^^fli. -tifi. i'Jt. JJ 

^, M, Y^^L^ 'Mi) . ifa®. 'L^I^. M. SfllS. HTBt. *t^Jfii. 

BtJ3S:flS. i^S. #. TO. 

mm m. mo. oi~ioo<g. ttf^b<m^o. 5~2 oi^, 



wo 00/20S8O J 2 PCT/JP99/05534 

l-lOiiigg. ^h\zn^L<\mM (l~5fli) ) cD7SyS?*^^*L;t7 

®un^n: ixnt>-^n^7^jmin\zit,tz\t2m\ik±. (h 

10 M (i~5i@) ) ©7 5y@E;!)M^jnbAc7sy^E^ij. ®mmn: ixmt> 
$n'57 5 y ^E^ii4'C75 1 ^rz\t 2 ©i^± (iiTt l < \t. 1 ~- a 0 mil. .fc 0 

$f ^ L < 1 ~ 1 0 ISjg. $ ^ ^ t < ( 1 - 5 <i) J (^7 S y ^A^' 

m(D7 ^ y^xm^^tiTzT ^ y^mm. ^;t(i®^nb^m^^t5-a:fc7 = y 

is @e S: ^ ^ ^ e K 75: <!: ffl V ^ e> n 5 . 

-cat»$n^7^y^E^]€:'&wr^i/-b7'^'-MeK$«i;*<i:-rs, 

<7)U-fe7'i5'-3'>A°^'M«. C5i^j5ffi;5^ii^:*3;i^5}?^->;i'S (-COOH) ^fefi 
t!)l^-^y]^-hi-COO-) X$>^t)^, C^m^TB.}^ (-CONH2) ^fz 
20 itXXf-Jl (-COOR) X$>-oXh^^\ 

ZCXXT.T'MZiDn^Rtl.Xit. 0iJAtt\ X^Jl, n->^Pt:;u, 

-f yyDe;i/feL<(Sn-y5^;i/;^c£oc,.67;i/=^;i/»> 0iJ;ifi\ •>^d^> 

^'Jl', i^^D^+i>;l'75:<h'(75C3_8->^a7;i/+;i'a, ■C'lJAt^. 7x-;i/, a- 
:>-7^;U/ct<i:OC6_,2 7'J-;i^S, ^JAff. '^>v;U> 7x:^^5";U;^j:<i:(Z)7x:i 
25 )U- C i_27;i/^;L'gt) t < tia -:h7f-;i/p^^;P7^<t^O a -i-y^)V- c 
7;i/=^^;i'S7^Ci*cDC7.,477;i'+Jl/Sc^{575\ ^□fflX7>x;i/«!:L.T^ffl$n^ 



wo 00/20580 , . PCT/JP99/05534 

14 

^^m<D7B,ym(Dmm±(Dmi^m m^m^ -oh, -sh, 7 = ys. <5 
-t y e k^j: if 75 w V b n s . 

(Hydrophilic) M) t5^tfT$nfcg|55:^S:^tr^7'5^ HT'^ 

-5. $rc, i^TKtt (Hydrophobic) gR{4$-gl5lC^ty^7'^ H =foMICfflVi§ i: 

25 S:l^^lC-&M^G)'^^^b-Cfe^l.^. 

2j!:^sjOg|55^^^^F075yS?a)^tt, hiIIELAc*^bJ(^ Hl^^-MSK 
(7)^^«75yS?E?iJ(^^-^'>/i< tt)2 Oj@J^±, $f^L<«5 0TO±, J; 0 
iftL<(tl 0 0iIW±c^7 5ySSE?iJ^&W-ri)'^7'5^f^7'<c<!:7:'^^ifSI^^^. 

*K6*)HI^-CD7ayM?iJ<*:(i. cne7 5y^E^iJi:*>3 5 0 %ii^±, Jf* 



wo 00/20S80 , r PCT/JP99/05534 

1 0 

^L<\t. l~10{iigg, $bCT^L<rafli (l~5ffl) ) (DT^y'm^^ 

xkb. ^rz\t. ^(D7^/mm^\nzi^rz\t2mu± (Htb<it. i~2o 

mmS., J:Off^L<«l~ 1 oma. $^>{C^f^L<}SM (l~5{i) ) 
10 1-1 QMS, cl;D^fSU<«^<i> ^6{I$f^L<til~5mS) 

^fc. :^mmcoBm<-f^}'itc^m^m-MtJ)\^^^^>')\^s (-cooh) ^ 
(-C00-) X'^^f}^. mtibrz^^m(D^>/iC7n<D 
z:t<. cmi^^^75.\i (-C0NH2) ^fctixxx^p (-C00R) -e*o 

15 Tt)J;Vi. 

^fc, 2|!:%Bj<7)gl55^-^7'5'K(iC*5^;i^®^:^;l'j}^+->;i'S (-COOH) * 
t<. C*»75K (-CONH2) ^;^«XXx;i/ (-COOR) T^oT 



wo 00/20580 J g PCT/JP99/05534 

^ - i: THJitr § :i d: t) T' # 5 , 
1 0 ^t^-ti: ^ C i ICct 0 flUi^lSII- ^ C t d^Tt ^ o 

^^;i//5^;i/7x-;P7-irh7s H^5=-;H»iii. 4^U7i? u;u75 4- 

(2'.4'-VP^ h^-->7x-;l^-t h'P^^v^^JU) 7xy + i>m, 4- (2", 4•- 
->•/ h =^ '>7 JP-FD10C7 S / X5^;U) 7 X / =1r ^mtUH^^^I^ - ^Ti^"^ 
t^. ::cD.J;^nc1^J!i^fflVi, a -7 = /Si:#JIIW^I»^ji^tw<^«t7t7S 

^mtLT\t. DCC. N.N'->Wy7'oe;i/;?j;U4^V'1' 5 h\ N-X^;i.-N'-(3- 
it\Z\ty't5.imMm\im mpUt, HOBI. H00Bt)<hi:t){C{Sg7=y^^iIt$ 



wo 00/20580 J 1 PCT/JP99/05534 

5 N. N-v;^^;U*;L'A7$ F. N. N-i^^^)V7±h7^\', N-^^'JUf 

iiR^n, 2 0^-50 t:oigH#^,i®i:ji^$ni)o jii|ik^n/t7 

20 Cl-Z> Br-Z, 7 ^^y^)V:^^'yiJ)Vts:L)V. hU7;P:ra7-b^ 

7^' y5":t<;i', Finoc;^£<!i>'fflVibnSc 
•h)Vif^^'y)Vmt. m7L\t. 7)V^)V:L7.T-Mt mx\t. ^^}V. X^)V. 

25 ^U^-f^)\'. i/!7Uir^^)V. 2-7^-^yj-)VUE(Dm^^. 5^Wt)L< 

\m^7)v^^x7.TMt) , 77;i'+;i/xxxJHi: mx\-i. ^y'y)vs.7.T 
Kyi;)VJi7sT)V. ^>Xt h*u;i/X7.T;Wk) . 7x•:^v;^xxr;Hb^ ^> 



wo 00/20580 J g PCT/JP99/05534 

X - T^Hb 11311- ^SitTJi, fi^iJ^Ji. ^>vjl/S, xh^t Hne^x;i/a, 

5^Di>>(D7xy-JH47K^SW{S^gtLTfi, BzK CU-BzU 2 

10 t7.^i^>(D-( ^yV-)l(D^mmt LX\t,mX\t.TQi^ 4-;^ h4^v-2. 3. 6- 
1^ ij ;»('5=-;i/'^>-if ^'T./I'af:::/!/. DNP. ''<>v;i/:t=r x;^^;^'^ Buuu Boc» Trt, 

^Xhn7xy-;k HONB, N-t HD^vX^vS H, N-t Fo^>'7^';K 5 
HOBt) tcDX7.x;l/] ;^£<h'75^*ffll^^)nSo I^^©75 y Sc7)fg<4{l:$nfcfc 

f^lSSc^P!55fe (M) :^?4<i: LT«, ^JA^i, P d-M*5l.^«P d-^^/^fci: 

7.;u^>m, h^}y Ma ^9 >7.}\^t^ym. h ij7;u:tPS^K^^«'Hi-nb 

<;D?g^?^7^j:i:tCcfcSMS^, ->'^vyotfJl.X^;i'7S>, hUX^;U7a>. 

5";j-7xy-;u, x^^;i'7.;U7^ 

K, 1,4-^^5' >v5^^->'l'> 1, 2-x^>vf-^-;i/^j:(i:Oci:o^j::^^^>ffliE?fiJ 

2.4-v-HD7xx;i/g(t5":t7xy-;uM{:<i;0l^.S$n. h'jyh77> 



wo 00/20580 1 9 PCT/JP99/0S534 

CD ^ ^ L /i ^S' > ^ K c e L > C COM ^ > /"t ^7 M ±12 L fc ^ ^ J"^?^^ 

15 $k^mmvxnmL. ±mm^^m^^^)^■t^ztX'mm(D^>/'^^n(D7^v 

W^n^z.tf)^X^^. 

ti)vts^'y)vm^?^w.(r>7)vzi-)mtm'^\^7^jmi^7.j-)vtLtdk. 

20 

t\z^oxum.t^z.t-h^xt^> ^•:f=;-\^(D^mktLx\t. m^^f^ 
m^^im(D\^-fn\z^-ox-h^^\ tut)-^. if^m<D^yn^%^m 

®M. Bodanszky M.A. Ondetli, '>>-fe->X (Peptide 



wo 00/20580 2 0 PCT/JP99/05534 

Synthesis), Interscience Publ ishers. New York (1966^) 
(DSchroeder:teJ;UJLuebke, 1f '^T'^ K (The Pept ide). Academic Press. iN'ewYork 
(1965^) 

(D.^Mfi*fl!l, ^y'^l'^l^d^mt^m. fimm (1975^) 

5 @^§,f^m ii^mmm^. ^it^^^mm i. d^y/^^no^itm"^. 205, 

(1977^) 

4i:^B^0l/-f/^-gaM^=3-Kt-^iiSSS^J (DNAt/c«RNA> 
15 <(j:DNA) ^^^-rSfeOT^ntfl/i^^nc^tjOT^oTfciVi, |^4^U7i7 

-*:IMDNA, -*i|RNAtfc«DNA : RNA<7)A<:/U HTt)ckl/io - 

20 1^=1- KID T$)oTfeci;l/i. 

:^f^B^(D\y±y^^-mBnt:-n-\it^t^^)^^U^^\^^m^^X. m^f/f^ 

{Li^(Dmmm^m'fii rurPCRt^roj^i^fflj 15(7), \95iBm<Di;mi^rz^t^n^z 

25 :^^BM<D\^-tZ^9-mBn^:2-\it^DNAtLX\t. ^yADNA, -JrV 
ADNA^-r:/7'J-> • m^SJfeOcDNA. fUSLfcm-M 

^S5!5(Dc DNA^-r::^7U-, '&fifeDNA©UTnTfccfcVi. ^-f^^'J-IC 

h'Ti.ifV^-rtlT^oT'fo.iiVi. ^Tz, sus2Ufc«-MckO total RNA^fcfl 



wo 00/20580 2] PCT/JP99/05534 

mR^ Am^^m^Vrzh<D^m^^X\M.t^^e\e:$Q Transcriptase Polymerase 
ChainReaction RT-? CRl^timth) ^Z^-Drmm-r^ZthX't 

m^\t. mm^ : 2 T^t-j$n^i^-sss^J 7 o ij>^±, t < s o 

■r '5:SSS2?'J ^^WT ^ D N A <i: b n ^ = 

15 (i, 3.^— • □——>^ (Molecular Cloning) 2nd (J. Sanbrock el al. , 
Cold Spring Harbor Lab. Press. 1989) \zUm.(ry1jms.E\Z'^-oX'ufS.^'^hif^ 

20 |^A'f7.h'J>vx>h;^cCl^^<i:(i. ^TlM. h U -^7 AiiS^J^ID 1 9 ~ 4 0 
mM, $?^U<(i$<Jl 9-2 OmMT, 5 0 ~ 7 Or . ^lf^L<«**J6 

25 geK^:3-H-r^DNA.hLT(i, : 2 -CSt)$n^^SE^'J^WT 

^DNA7i(!:d^fflVie,n^. 

W^mWji^-:^^ H^^-HT^DNA ^^'t't^ft\iX\t.tS. < . R N A ^ fe^ 



wo 00/20580 22 PCT/JP99/05534 

*^B^ (c^s A {i\ G M e M^tssi i/iz -/^ e \mm ^ m 
GiaK^tssu-iry^S'-ge Mae^ o r n a eh u y < xt ^ ;i <!: tj^t- 

^U^^U^^K«. :tl*:|^SU^±^*^1-TGme«^t|SlU-fe7*i57-MeMae 
^^h'. :^Si2^"JX«=K^<i:^y^h* (^SK) ic^ralT- r^j^jf^J iti. ^ 
20 i?U^^^KS3iR^iS=i H>. laM^-HtM^, ORFtfiiR^i^ii H>. 3' 

Emmt. MmmMi.(D(}^ts.< th-mzmmmr^t^'j^^u:t^\^t<Dm^^ 



wo 00/20580 PCT/JP99/05534 

23 

U -7 - D N A ^ R N A 4" $ n-5 J; 3 7^t:tS(^ ^ 7 U :f- ^r-^lgSO^if ^ 
5 *f|DNA. 1«DNA, 2:$:ilRNA, l:^iIRNA. ^bfCDNA : RN 

mX\tWB% (7^U7— 1:\ 7^:7 1/7— tf- ^>t:t:^-, 

25 ;6iAoy>i:;^\ flgTOSTicifTM^^nTV^/cO. ^^lHSX-x;i/, 7S> 
*^BJ07>5'-fe>;^ • ^U^i^l^^^H TO) ft, RNA. DNA, 

i^mmntzm (rna, dna) r$>^o m^ntzmcDM^mitLx 



wo 00/20580 2 4 PCT/JP99/05534 

::e)LTllf|i(i^^l^5^-ifTic^<^?>taT^0. M^^-^ J. Kawakami et al.. 
PharmTech Japan. Vol. 8, pp.247. 1992; Vol. 8. pp.395. 1992: S. T. Crooke 
et al. ed. . Anlisense Research and Applications, CRC Press, 1993 Tici'H^ 
10 7r^f)^$>^o 

-h, n-jmuE) ^m^an^o :ioLrzh(D\t. i^i^cos' m&^^^iis' 

m^Z^m^ntz^-^yZfrnomT', X^^J^^UJ—^. RNas eUii(D^^ 

u7-M\z^^'^M^^s.±t^rztb(Dii0^m^i'bn^o z^Lrz=^^'y':^^(D 
25 -)\^^\tctbtbrz^m6fmx^ibnrz7m^o)^'sm-f)mi>-fibn^f)^. tti\z 



wo 00/20580 25 PCT/JP99/05534 

5 CDcDNA, HfIfBLrcW-iai^**<^cDNA^<y7U-. ^0S.DNA<D^^ 

M • *iMSci:0mRNA®5^-^iiSai^^fe<^^ffi''^"^tt^^Reverse Transcriptase 
Polymerase Chain Reaction R T-P C Rr4 chUS^^-T^) Hcb^Ti^'li-r 

10 ^ZlthfcT^-S. 

B:^^a^(C{l, *^By^!7)S5^^^^^ H * KTS D N A LTtt, ( 1 ) 

SB^iJff : 2T^t>$nSi^aSE?iJ^Wr^DNA(^SI55^:^SiE?'J<£WrSDN 
A, ^tz\t (2) E?>J#^: 2TSt)$n§iSaE3^Ji:/N<Xh'J>->*x>h7iC 

^^•r -5 l^-t y ^J'-^SK^ □ - KT ^ D N AOgPMSE^J^WT § D N A?^c 
WM^^-- 2-e^*D$n^tgSE^J<i:/W:;^'jy'rXT^-5DNAi:LT«. 
20 J^±, i:0»^b<tiilU9 0%]eA±. S=bJfS L<tS*t9 5%U;±(^ffi|5H±^W 

r 'SiiSE^'j^^^'r ^ D N A^c .ifd^ffl ^)n'5. 

-mfiMtSSIH-rS^^Ti^S^) '£^±lC3-K-r^DNA(7)^:7D-->i^(D¥ 
gi:LT«, *^Bja5U-t:7':5'-iaK(75g|55^^ISSE^iJS:Wr§^^DNA7'^ 
25 <T-^fflViTPCRS{CJ;oTtili-r^*\ ^fz\m'^t£.K^ ^ -\Z^^]Lhj 
D N A $*^BJO l/'-b T'iJ' ^ </^{t^^^=S: :=l - KT^ D N A 
ltfi>ttjt<«^^DNA^ffll/^T«Lfct)CDi:OA'ry'J ^^-t*— >3 >JCck 

3.5— •i7D—->y (Molecular Cloning) 2nd (J. Sambrook et al. . ColdSpring 



wo 00/20580 26 PCT/JP99/05534 

Harbor Lab. Press. 1989) [ZtiWiOlDmUElZ'^-oXnUo Zt^^Xt^. Sfc. 

DNA(D^m^m(D^mt. 'j^^(D=^y ^J^tt*. Mutan™-G (SM (W) ) , 
5 Mutan'^^'-K (SiSiS m ) U^^m^^X. Gupped duplexa^KunkelS7^C<h'(Dg 

^ □ - >{b 5 n/r U-b 7°^ a =1 - Kf ^ D N A « i WfC ct 0 ^CD ^ ^ . 

10 Sfc3' *5Ss#|{;tiiaiR*^±::3 H><!:LTCOTAA, T G A^ActiT AG^WL 
T T ci: V ^ . i n 6 tRf^^S n K >^I^IRII± □ K > , ii Aj: ^ jsK D N A 
J y _ i,iX#Jn-r S d i: T ^ i>o 

^-^^^^□-K-f§DNA75>e.gWcl:-r5DNA8/fM-^^DaiL, (O) t$i 
15 DNASIfH-^3i^Aj:f^^'^^^5'-1'(7)7'n^-r5'-OTS5tlc3ilS-r^:ic!:(ci:0 

^i7^-tbX^i. :kmm^^<7)-/y7.S.\^ m> pBR 3 2 2. pBR32 
5. pUC 1 2. pUC 1 3) , i(immmM(D^y7.^ H m. pUB 1 1 0. 
pTP5. PC194) . ^Sft^l^T'^T.^ h* m. pSHl 9. pSHl 5) , 

n^=LU^^)\/7^fS.E<n%m^<)\/7.fi.E<D\'^. pAl-11. pXTl. pR 
c/CMV, pRc/RSV. p c DNA I /Ne oTii'd^fflV^en^, 

25 £<^:LTffl^^'5«-&^i. SRaT'n^-^'-, S V 4 0 T'p^:-;?'-. LTRT' 

::nb(^^^, CMV/o^:-^-, SRa^D^r-^'-^C^i&fflVi^O^i^if^ 
LVi. ?l±75^X->x'J kTMffiT^S^^fi, t r pT'P^:-:?'-, I a c ^P 
t-^'-, r e c A7'P^-i5'-. APlT'p^-^-, 1 p p "/P^r-rS'-Ai: 



wo 00/20580 27 PCT/JP99/05534 

di)^. ?S£;5VN'5^;U7vMMT^§ii^ti. S P O 1 T'd^-^S'-, SP0 2 7'd 
penP7°D^-iS'-7^j:i*, ?t£75^'S5ST^^«^ti. PHOS^D 
PGKT'O^:-:?'-, GApyP^-i5'-. ADHT'D^-^'-T^t.J: 

;i^$?^Ll/^= 7}?U^H'J>7'D^-^-, PIO 

i^:hJk ^^^}A{m'y^i-)V^ m^-^-ts-. S V 4 O^Si^'J ->*> (OT. S 
V40or i iHmT'S^^^^*^) <i: ^r-^WLTI^^S feO^fflt^^-S C 
#5, SiRT-;^7-<J:LT{i, m7L\t. ->*t H o^itMTC^^ (OT. d h f r 

10 timt^^'^t^h^) jEIk^ (^yhu+-fe-h (mtx) wtt] . 7>t;f> 

U >H'ti31iK-f^ (t^T. Amp ' iB&l^hT'O^'n . ^^tT-f > >iSfixii 
e# (OT, Ne o 'i:M?*f 'S)^,^7i5*'5. G4 18ii14) H^^^tf^n^, 
^#tC, CHO (dh f r-) m^rffll^Tdh f r iifs^ $:3i^^-:^-<i: LT 

n(DN1i^Mm\zmu-t^o 7i±;!)^X->xU tTMMTfe^tl^fi, PhoA • '>^i- 
;l/E?iJ, OmpA • ->7'^;i'E^rj:<i:*^ m^/?^y\'5^>)l/7>MMTS^«^fi, a -7 

MFa • i^^i-)vm^i SUC2 • iyifi-)vm^\fs.E. mi.i:immm 

;i J; e» {' Lxm^^ nAc*^H^<D UHr T'^ -Me g i£ =1 - K -r ^ D N A 

25 Mi, iftMBST'cCi'T&^fflVibnSo 

X->x'J t:7M®CO:^<*:0^!lt LTti, Xvx'jt7-=i'J (Escherichia col i) 

Ki 2 -DHi {■:fu'y-vy^X-t':f'^'t'y3i-)\''7tiT^--f:f' 

-tJ-'rx>>"f X • • 1f • :i-X7.X- (Proc. Natl. Acad. Sci. USA) . 
6 0#, 1 6 0 (1 9 6 8)). JM 1 0 3 iy^^^ Vv^ • • "Jlt-^", 



wo 00/20580 28 PCT/JP99/05534 

(Nucleic Acids Research) , 9#. 309(198 1)3, JA221 

- :t'f • ^U^n.y— ' /"{^-tDzy— (Journal of Molecular Biology) ] . 
120 #. 517(1978)]. HBlOl ■ ^'^^ ' "^l^^^i-y- • 

/U^a-y-, 41 459(196 9)) . C600 [vx^t^x-r 
5 (Genelics) . 3 9#. 4 4 0 ( 1 9 5 4)) T^C^T^^ffll^btl-g). 

n'^)\^7smMtbX\t. A'5';1/7. • X:/5^;i/X (Baclllus subtilis) 

M I 1 1 4 [v->. 2 4^. 2 5 5 (1 9 8 3)), 2 0 7 - 2 1 ii^^-t))^ ' 
• y'W^'JrS;^ h U- (Journal of Biochemistry) , 9 5#. 8 7(198 
4)) tJ.iif)m^^ibn^, 
10 mMtbXit. m^it, -It-y DT-r-feT. -trUt'vX (Saccharomyces 
cerevisiae) AH 2 2, AH2 2R-, NA8 7-11A, DKD-5D, 2 0 
B-1 2v >"/-^yt}n'7^-t7. ii^>-^ (Schizosaccharorayces pombe) NCY 
C 1 9 1 3. NCYC 2 0 3 6. tf^7 A'X hU7> (Pichia pasloris) fj.i£-/)^ 

^WitMlt (Spodoplera frugiperda eel I ; S fBf&) . Trichoplusia nlc^4'li 
fiJfecDMG 1 ^lia, Trichoplusia ni 00P65!^©High Five'^'^^ MM^ Mameslra 
brassicaeS5i5MBS^/itiEsliginena iZTeii^^(DmWJi^f)^^^^^tl^o 0^ 
;i/;^;>^'BmNPV(D«^(i, m^^WitMlk (Bombyxmori N ; BmN^IS) t^ii 

20 ;5^*fflVibns. i^s fmf^tbx\t. mxiit, s fsmm (atcc crlitid , s 

f 2 1«(U(±, Vaughn. J. L. ^ > • •^/-r ^ (In Vivo) . 13. 213-217. (1977)) 

(Nature) . 3 1 5#. 5 9 2 (1 9 8 5)). 
25 Mmf^tLXit. mpi-^t. 1t;UmC0S-7. Vero. 5^A'-1'--X/NA7. 

^s'-MCHo mT. cHo«i:ii§ie) , d h f r iie^^a^^-r--x 
AA7.^-mcHo (j^T, cHo (dh f r") mmtmi) , ■7^:^Lm 

T'^7XA t T- 2 0, T"^7. = XD--7m. ^•yhGH3, hhFLW 



wo 00/20580 2 9 PCT/JP99/05534 

i-i>^:^;^•7*x5-•^y•■y■<x>v'rX•^>^■1t• -a-xxx- (Proc. 
N'all. Acad. Sci. USA), 6 9#. 2 1 1 0 ( 1 9 7 2)^v-> (Gene) , 1 

7#, 107 {i 9 8 2)ua\zt'im(Di:m\z'<^t-DTnuo^ti)^rt^o 

x^>T-r 'y^T. (Molecular & General Genetics) . 1 6 8#. 111(19 7 

m^^mnm^t^iZ^t. ^yVX-iy • x>1f ^ □ ->'- (Methods 

InEnzymology) . 1 9 4#. 1 8 2 - 1 8 7 ( 1 9 9 1 ) . T^a '>-v>i>'X' • 
10 ff-^- iri/3i-)V • Jti'f^- • tzf • t^--<x>-><X • t-y • -tf • i-X 

XX- (Froc. Nati. Acad. Sci. USA) . 7 5#. 1 9 2 9 ( 1 9 7 8) 

iztmfDy^mz'iitroxntioszt^'^rt^o 

(Bio/Technology) , 6. 47-55 (1988)) t£ii\Ztim(Dl:miZ'i*toX'ffUz) Z.tf)^V 
15 ^i>. 

263-267 (199 5) (^iHtt^fT) , DDv- (Virology) . 
52 #. 456(197 3)\Ztim<Dl3m^zUoXnti^ Zt^^Xt^, 

mpHi. if)Vn-7.. x^XhU>, ■ejjgttW, vaSlT^cCi'. m^'Mtb-at. 
25 ^JAti. 7>€X>^Am mm 3->7.^-Zf' ^Zfh>> tl 



wo 00/20580 3Q PCT/JP99/05534 

ym^tt5M9mm i3.y- (Miller) , i;^-:^;!' • • X^^/X^'J / >7 • 
-< > • ^:U^a.'7— • vx^>T--i' 7^7. (Journal of Experiments in Molecular 
Genetics) , 4 3 1 -4 3 3. Cold Spring Harbor Laboratory. New York 19 

i^i^X^'x U t7MMcD«^, i^m^tmm^ 15-4 S'CT*^] 3-2 4 P^fprfri^cj: 

^±;{)V\'5'ju;^Mfficoti^, ^stia^i^^ 3o~4orT*U6-24 mmntj. 

(Burkholder) ft/Mgilii CBostian, K. L. 6, □>—->*> • ^ 
• +f • :h->3:f-;i' ♦ 7:^x5- • • lJ--i'x>v-r X • • -tf • :i-x7. 
X- (Proc. Natl. Acad. Sci. USA) , 7 7#. 4 5 0 5 (1 9 8 0)] ^0. 
15 5%t}^S.ym^^^T^SDmm CBltter. G. A. r7'Dv-v>yX- 
• If • i-'>3i-}\^ • 7;^xa- • • it-rx>->'f X • :ty • -tf • n-x 
7.x- (Proc. Natl. Acad. Sci. US A) . 8 1#. 5 3 3 0 (1 9 8 4) 3 

Grace's Insect Medium (Grace. T. C. C. , ^^^^1-- (Nature) .195.788(1962)) 

m(Dv>H\tm6. 2-6. 4\zm^t^(Dmi-^L^^o ^mtmnm2 7x:x'm 
25 ^^^m^mmx'$>^mn^i^w^^mt^n. i^niitLxit. m^\t. *^5 

-2 0%cDM4^jfiitS;£^tfMEMlglt!i (-!t-rx>X (Science) , 1 2 2#. 5 
0 1 (1 9 5 2)) , DMEMlgJUl {^^ani^- (Virology). 8#. 3 9 6 (1 
9 5 9)) , RPM I 1 6 4 Oigitii ii^^-tJV - tzf - - 7^^}tiy • P^x 
• 77£^X— V3 > (The Journal of the American Medical Association) 



wo 00/20580 31 PCT/JP99/05534 

19 9#, 5 1 9 (1 9 6 7)). 1 9 9 ^iil! C^P v>^* ' • 1^-' • Vlt 
■YXx^- • y^^— ' • n-^-tui/ti)]/ • :^^^y^y (Proceedingof the Society 
for the Biological Medicine) . 73#. 1 ( 1 9 5 0)] 7^j:<i:*^'ffll.ie)n5. p 

w\m^-%-^h^mm-^\^^^. ^^ttssits ot:~4 o^cti^i s-e o 

1 6 K e L J6 i 7i^*T# 
±IEiS«ti;5^b*^0J<7)l/-t::^3'-geK^MIISiT'5ic}J, ^TJii. TIE 

10 *%B^cDl/-t7'rS'-^eK^l^#M#:^i)V^«m7i^bm-r^ll^LT«, 

^^i^ , U -75"- A J; I>V ^ j^fcJ: <i: IC ct o TM^ S -5 ^ (iJfflflS ® 

15 h'J h>X- 1 0 OT"7^cC<h*(7)|^M?£tt^J;i^-a-^nTUTfcckUo t§^JS4>tc l^iz 



wo 00/20580 32 PCT/JP99/05534 

20 ^^B^(Du±-fi^-mBnm\t, m^wimznLx^^iz^K)mwM±*^'pjm 
ti^mz^n^i^$,^^^\mi^. ^mMtthiz^^-^n^o ^^\z^vxmi^ 

>h5:}S^bTt)«fcVi, S4(ia^2~6ji§{ZllEl-r-P, fi" 2 ~ 1 0 [slggfT 



wo 00/20580 33 PCT/JP99/05534 

5 (DUrn W^^- (Nature). 2 5 6#, 4 9 5H ( 1 9 7 5¥) ] \zm^n% 

t^ztt^-Q^ho m'^mMtLx\t. m^\t. ts'):L^vy^')-3-)v (p 

^mMUtLX\t. m^\t. NS-1, P3U1, SV2/0ti.Ei:im^i^ 
n^i3^. P 3U l;5WSL<ffllibn'5c fflV^bnstri^^^S^m (fl$KM) 
10 Wit^mMm.t(D^^L\^^)A:mtl 1~2 0 : IMT^O, PEG (Jf 
^L<fl. PEGi000-PEG6000) tSUO-SO %!i^COmgTM?.te 
l*J20~40t:, ffSt<«*tl3 0-3 7t:T*<)l~l 0:J^rB^^>^:i^ 

- h 1" -5 :i eh J; 0 »cJ: < Wili^ ^HJtli-c^ 5 . 

15 fflTt-s;!!^, mx\i. v±.-f^-w^n^(D^w.^m.^&^^-^\mw-tth\zw 
gsjjpL. m'^«^'S.'^mmtiExw^^Ltzv^-:f^-w^nm^ii^^. afflict 

0iJ^{i, 1-20%, ff^t<(il 0-2 0%(75«Mtt$:^tyRPM 
116 4 OlgiUl. 1-1 0%COWSjfart^^tfG I Tiglll!(?O^M^Xll(^)) 
SfcHA<-/'J (SFM-1 0 1, BtKSS^ m) ) ^^cC 



wo 00/20580 34 PCT/JP99/05534 

5 (b) i7ui—)VifiW(Dnm 

nmmm. -i-ty^^w m. deae) icctsm^^i, mm>bm. f 

mm\zm%W]mz^m^ntj:\.\ m^&W}m^i^^m<Du-ff^-mBm^\z 
n-r^tfiW^^^^m^^x. tjii^oy^mnm^nuo ct\z^K)^mxt^o 

yx>llcML, J^DO. 1-2 0, «^^L<«,^1]l~5C5SiJ^-r;^7'JU$-&^:^& 



wo 00/20580 35 PCT/JP99/05534 

10 J:t>*I^H:^r57-gaSSfc{i^(^^5^^:^5^H^n- H-rS DNA«. (1) 

^, (2) *^0JOGgeM#tSSU-fe7'^5'-g.aK(DjitgT±{cMS1--5i^S 
<D^^^^JS/^tz\Vil^WM. (3) itfn^^Klri^J. (4) *^0J(DU-t^^- 

15 fi, (5) :*:%BjoU-t7'^-gaMSfeli^C7)g|55^^yf^HO^]^*S:M$ 

^■!b\\L^^-^'^-m-^^^^mm(i^^m^^n/^tz\t!ihmm. (6) *^bj(?)g 

gaK^^!S^U-t:^i5'-MeK(c^t-^U*'> Kco^ft^. (7) *%B^0GM 

Xh, 7>^5'rf-Xh7^j:t*) •J-->i/m (8) ^^bjcdGISM^^ 

7>:$7=]'-7.h) <£^^t-§M5^?iC^^B&*3j;t^/^;^c(i?&5!i^J, (9) 
BJ(?5U-b7'i5'-ga«feL<«-5-(^a55^'^7'5"Ht/itS-?-(Di£O^S, (1 0) 
iifflM{w4i3tt5*^BjO^-t:^i5'-SeM^/c«^M5^^y5^KCDft=£:M$ 
■ii-^il:^t)<^Xi:7U-->^^m (11) ifflMt34Dits*^Bj(7)u-fey^- 

^■:r^Y%tz.\t^omzMt^^mz^^^'^. (13) *^BjcDGMeK*ts 



wo 00/20580 3 5 PCT/JP99/05534 

Bn^'^m]^±.^^-\znt^'):fi>\^(^^a^'^mt^^^it^^ m. 7^ 

ho 

10 m-^fi^hh) ^^xsi^mmi'-f:f^-mBnm\znth^w- (j^it. *^bj<7) 

( 1 ) i^%^mGm.BnMmv^L-:f^-MBM\zn-th U;^> H (7::f:;x h) 

fT^C^^^. 2^^Bj(7)U-t:yi$'-Ma«fct<H^(D:^*/i(S*%B^ 
^^Bjou-ty^J'-^eMi'M-rs U H<Dili^:^S$rtl^1"^o 

;^:>-t'y-rK, iiI/'>XH+z:>. y;i/^5>, •tDh->. y.7h->. 

ACAP, t^v^y. ^)Vti-:iy. ti)vyvz.y. 7Hi^y ;<vi'J>, 

V7.^=}-y. GHRH. CRF. ACTH. GRP. PTH, VIP (^'77^ 
• 25 T^Zf -(y'rT.f-^i-)^ 7>H 'JWx^yh* tJ^'J^^^H) , WhX 
■^^y. H-/ta>, ^:^U>. 75 U>. :^7v^:i>> CGRP itDWyV 

-y^^-O (chemokine) (0yAti. IL-8, GROa. GRO/3. GROr, 



wo 00/20580 37 PCT/JP99/05534 

NAP-2> ENA-78. PF4, IPlO. GCP-2, MCP-1. HC 
14,MCP-3, 1-309, MIPla.MIP-13. RANTE St^Cc!:) . 

5 ^:^cMILM («^J^ti*> v':77., ^^h, T^^J'. ■:>>'^ t^v. •tj-;U?:i:<h') (7) 
±tf ch' ;^*%aj (7) Iz-t: ^iS' a K {c^JD L . ,iaa$iJ?gi?g iiT^c <!f L ;^t;5^ 

K>^jS!^, 7-t:5^;P3'J>)Sf§l. IfflflSF^C a-^iSiH. mt^JcAMP^^, m 

m(Dmm^\zim^-^rzm^\z)6\-^^. m^Ltzmt^^^o^'^M^^tz^mm 



wo 00/20580 3g PCT/JP99/05534 

-r -5 ^ ^^T -5 t ct ^ ± 13 L fc U-t -S S « (3 

t^WkW ^ ^mr ^zt\z^-D xmi^m± \zf^mvrzu±i^^-mBm\zmm^^ 

20 mit. c - f o s (T^^M, pHcDiSTT^cCt'^iSit-r^^stt^fc^wi^ij-r^^tt 
ua) ^m^t^zt^^WLtth^^^M<Du±-:f^-mBm^rz\t'^(Dmzti 

25 ^-r, ^):fi>m^:umzm^^u't'f^-mBntLx\t. ±iBLfc*^Bg 



wo 00/20580 PCT/JP99/05534 

(nuclear polyhedrosis virus ;NPV) (7)7}?iJ ^ K 'J >"/nt- 
S V4 0 S^<^yo^:-:J7-, UhU^^ )l7.(D:fD=E-^-. i^^n^ 

tf. CNambi. P. it* • =y\—i-)]^ - t^ - n^:^Ui;ti)V • h U 

- (J. Biol. Chein. ) . 267#. 19555~19559H. 1992^) \ZUm.(Dljm\Z'^-^Xn 

15 LfcTi^oT, :^m^<D^J:f1>\^^^:^m\Z^^^X. *^BJcDl/-by^-SeK 
(KinematicattM) m=§mz^^m^ 7 Uy^ZfUXtiaxtUE. 



wo 00/20580 



PCT/JP99/05534 



m^^tLxm^^^ti^o m?L\i^ mmm^^&^ (5 o o r pm~3 0 0 0 
rpm) rmm^^ (ii^. 05^-) ii'L^t. ±m^^^\zmm (iso 

5 OOrpm-SOOOOrpm) TS^ 3 0 2 ^PBliS'L^L, #e>n^M^ 



15 i[:^m^'Z^^'^$>^o 

^}l^^>. ±Uh-y. ^^h->, -^-□-<7-5^KY. ^t::t^h\ T'U 

>. A'yyu7x>> :t=^v'hv'>, PACAP, -t^u^y. ^)ViJ-:iy. ti 

Jl.->hn>, 7h*Uy>va'J>, V^V7.^f->^ GHRH> CRF, ACT 
H, GRP. PTH, VIP {nV7^T^-:f 'i>7-7.7->(t)V 7>H U 
25 -fx^H Tj^U^y^H) , yTh7>:5'^>, ^5'U>, 75'J>, 

•:fyV^-y. CORP (;*3;l/vh->->*->Ul/-r^7H^7'?K) . D-r 
□ hux>, /o^u7x^5^>. -^uT.^ ^^yyyy. ho>#++f->. 7x 

y->>, 7HU:f-'J>> a43j;U^j3 -^t;tl'f > (cheinokine) IL- 
8, GROa. GRO/3, GROr. NAP-2, ENA-78. PF4, IP 



wo 00/20580 4 J PCT/JP99/05534 

10, GCP-2, MCP-1. HC14. MCP- 3, 1 - 3 0 9. MI PI 
a, MIP-lj3. RANTESfJiii) , X>K-feU>, X>-r D;^^ h U >, 

i^iir-5>o A'>y7 7-{C(i. pH4~10 (M^ L < P H 6 ~ 8 ) (75'J>S?A' 

i+o@&vT\ CHAPS, Tween-8 0^" (?S3E-7 h ^7.lt) . i^*4^bx 

^aSaM$:A'«y7 7-lCJn^5::i:t)-r#'5o ^-iH. ^DxT— t'iCckS'J 
■t^^-^^):^y\i(D^M^W^^S&^r'FUS¥. 0<^y5">, E-6 4 

t^o 0. 0 Im 1 ~ 1 0mlOI^^-t:7'^-M{C. — ^ft (5 0 0 0 c pm~ 
SOOOOOcpm) C^HK (^"U. C'^C] , C^^S] ;^ci:<i:T« 
L/clil^-fb^tl^^^^^-li^. l^#SS<J^^ft (NSB) ^^^rzib\Z±m\(D 

-sb^i^tr -ti^>i^--r:m\t^, (B) ^^^tmm^^-tm (n 

SB) ^^l^^fttJ^yyh (B-NSB) 7i^*0 c pm^^ASIS®^^b^tl$r*%BJ 



WO00/20S80 42 PCT/JP99/05S34 

20 ®m%mLm^^M'&t^mmm. 

Hanks' Balanced Sail Solution {C. 0. 0 5 %ro"7->jfiirS7;U 

25 (DGgeS^tSSI^-feT'^-SeKM' 

1 0^<a/7\TMf^L, STt:, 5%C02, 9 5%a i r-e2 ersl^^L^ctj©, 



wo 00/20580 43 PCT/JP99/05534 

DMso, ?^^y~)im\zmmt^, 

ra{k^!^i:iwn;t)0^i 00-10 0 o^m^^m^izmmt^. 
2. m^m 

®1 2 7X,mi^tS«ffl:/U-l>{CT^SL/i*^B^COl/-tiy^-geK^^CHO 
iPJJ^ffl^fir?^ 1 m 1 T 2 IslStrt L/im> 4 9 0 ^/1 ©ipiJ^ffi^M^^ 
10 7^:(3JOA'5o 

{Zjil^^s§lliS^ft^#) 5 1 m^T^ < 

mmit^i^^O. 2N NaOH- 1%SDST'^«L, 4m 1 CDje?^$>'>5"k- 

(3)fS^->>^^— >3>:^'i7>:$'- ('^-yi'-7>^tgi) $ffli.iT:»tltfSi4^iftij^ 

fla. Ts<*. mmuE\z^m\zw^r^muii^miiihn. 

^;U;57$>, -lrDh->, ;<^h->, -a-D^y^^HY, ;i-tf7f< K, yj 
>. /N*yy !/-;/'>>, :t=1^5>h->>, PACAP. -bi7l/5^>, iy;U;^Zi>, ;^ 
;i/«>h->, 7K^y;*va'J>, yThX375^>. GHRH, CRF, ACT 
H. GRP, PTH, VIP (A'VTi^x^y <>x7>x^-t;U 7>H U 
25 U-Yx^K* Tj^'J^y^K) , 7Th7.i7^>. K-A5>, =E^V>. 75 U 
>. 7'7v+->. CGRP (tl)l'>h~>iy->0U-7-^ y , 

7xy->>, 7h'l/:)-U>. a^ckaf/3-^^r;^<> (chemokine) (filAJJ. I 
L-8, GROa, GRO/3. GROr, NAP-2, ENA-78. PF4, 



wo 00/20580 . J, PCT/JP99/05534 

44 

IPIO, GCP-2. MCP-1. HC14, MCP- 3, 1 - 3 0 9. MI 

PI a, M IP- 1/3. RANTESfdici:) . x>K-irU>. x>-rn^7.h'J 

±12 (1) (Dij'mzii^^x. :^%m(D\y'ty°^--m.Bmzn-r^')iiyYmn 
1 0 <Dmm^± (c M)i-r ^ ^Bo^i?^ * ^xs/^tz \t^mmt^ E(DmmtL xmmt 

z u -^iN'-r^a?- 

'oJ *^ C- /V " ^ C 'ewf o 

^!l A ti' , ;t ( C :te U T * ^ 0 1/ 7° rJ' - g a K Zllg ii> L T i S «6 f I 

iJ'-MeMSrn- K-rsDNA^jf AL%3i^-it;^c^n, mmm^mB^iz^m 

20 K-r^DNAfi. ^^T{£#tt/j:*^Bj(7) i/-t::/^-^eMa)«^^ 

*^B^(7)l/-liy^-^aKtt,G^e^tSMl/-t:y:$'-geK(7)-aT^-5 M 
AS<i:75/S?SBJiJU^;UT*?j3 0 %cot§|Iltt«.*e>n-5. MASie^MI 
T':7Xlc^$(DaiS^0+MHgO^{b;!>^i2i?:)bti;ti:(Z)$g^ C J. B. C. . 273 
25 (No. 19), 1 1867-1 1873 (1998)] t)^$>^Ctf}^'b, MASmB^\i^mmmnmz 
{5ie>;«^(^«fcb#7J«$)^,i:#^en^o t$oT, MASi:ffl|5ltt«*bn'S)* 

5^-1:*^. iS^jE. nnmi^ii:i:zmm$^^^^t^mnmf£^) (o^ 



wo 00/20580 45 PCT/JP99/05534 

•r<h(D$B^[FEBS Lett. 357:27-32 (1995)]75^$>§^<h75^b, 

V -1 ; i. X 7 y -> X - T- V r 'f ; U '^7 ^ - U i' ^) Ji =^ /is --^^ -i^ -= { Z ?f A Ltz.'^. 
'^mm9i\z'itt^XMMt^^t-h^Xt^,. ^^m^D'^Mt. ^<D%%X. 

•5 titlT'-y'MZ^-D X^^Xt^o 

^uti-:ft)vmfi.}itLxmumz. s^ii^TKfc L < ti^n£^^©^^e^{ci^ 
^Lf#^fS<i:o^iMttJ§f^, ^tz\tmmmmti.E(D^Mm(Dw^xtmQmz^m 

[0 0 6 0] 

25 mi ti^^)mts.E\zwLm^z.tt)n-^^mm\ti'X\t. ^mt-^y^ 



wo 00/20580 , c PCT/JP99/05534 

40 

-JU) , IK^>1t^®fi&14^'J («?*J. ^UV;P^-h8 0T^ HCO-5 0) tj: 
1 0 0 6. 1 ] 

sfc. ±sa^i55 • ibmMit. mpL\t, mmm mpni^ u ymmmmm. mm 

m^\i^ yyh. h:'y->\ T^iS?. .^7^. to, ^-^f, -tfJUTici:) 

20 (lMLTJS4-r?)C<h7i^T#5, 

kg<i:LT) tC*5liTtt, -a{CO#$<]0. lmg~l 0 Omg. 
0-5 Omg, J;OlfftL<miJl. 0~2 0mgT*?). I^MPWlCiS4T^ 
25 ^^(i, ^<7) 1 lHlg4M«S4^i^, Vi^m.^. -ffi^, t5WS7^C<i:tCc}:oTt) 

{l:fot.^T«, -BtCOt^UO. 0 1-3 0mg^g, JftL<«IU0. 1-2 0 
mggg, ckO^^L<m<]0. 1-1 0mgigS$:SI»Raitt3ci;0i£4-r^<^ 



wo 00/20580 PCT/JP99/05534 

47 

mmt$>^f}^. mnik^om^. -m^zmpi\i, ^^mm^ (eokgtLx) 

(C^Dl^^Tti. -BlZ-D^mo. lmg~ 1 0 Omg. t<tS$1]l. 0~5 Om 

-BlZ-Dtf^^O. 0 1-3 Omggg. $f^L<fi*^0. 1 ~2 OrngSS, J: 
O0^b<\tmo. 1-1 Omgm^t:M&mz^r,i^^r^(DmU't'CSb 
10 ^, fl!2©ffijt)<^«^'b, 6 0 k gircOH^^Lfcfi$:}S4-r-5Ci;5«T^'5, 
(3) jite^f^^fr^'j 

'i7•t^4^. t';/v. -^v, t^n. -i^. •^jutj.ii) iza 

A^fc:(imRNA(7)am, 5^,^^Sfe^U(j:^;iigT-^. I^DN A^/::«mRN 

*^BJ<7)DNA$fflt.iS±fS(^jie^^Slrtt, ««Jx.«, i^*:^zi»<73y-1t*>/\ 
^yUiS^'f-tf-->3>^PCR-SSCP?* (yy^y^X (Genomics) , ^5 
20 #. 8 7 4~8 7 9H ( 1 9 8 9^) >*>^X-^>^--tt* va:^ 

7:^xS--^:^-+l--rx>x-f X-^^Z-a-xxx- (Proceedings.of the 
National Academy of Sciences of the United Slates of America) , US 6#, 

2 7 6 6-2 7 7 oM (1 9 8 9^) ) uaiz^K)mm-r^z.tt^rt^o 

25 ^l:^#i(^:^d7U-x>y:^?4 



wo 00/20580 43 PCT/JP99/05534 

(i) jE^h^^^itmB^tTM^hhmmm m^it^ -^ox. y^h. 
\lvV'. y^'. "^'y. -r7, ^y)^m^\z\m^'yvV. 

t# ^) n;t IfflSa ^ t n ^ 2|s:^ B« O -t y iS' - g a K ^ fc «^ C7) 7'9' K O 
TaqManPCR f<{:i:<7)^r4^fflUSC<i:{Cj;0^*-r^C<i:;*^'-C^, g^^^ii^^cD^IS 

(ii) *^B^©U-t7'^-^eKt>L<t^^<DgU5i-^:/^Ki£^^-r5ffme^ 

20 M^;t«^(^SI55i-^7'5^KOmRNA^|BHttcLT^i:, ^ItlrT^ C tTS^T^^o 
*^BJ(DHzy^-MaKS75:«-?-Og|5^^7>h'O^^S€:^fl:$-&^{b-& 

(i) E^S)SVitm€^T;i'^^t hPi?L»tlH?tLT, ^^J$^t.^«tlg6*)7. 



wo 00/20580 4g PCT/JP99/05534 

20 a<?){b^tiT^oTfecj;Ci. 

i^tLxmmt^m^^ ^m^^\zvt-^xmmr^z.tfi^xt^o ±12 
brz:^^BM(Du-t'f^-mBn^t^t^mmtmm\zLx. mi tizr'tjm. 



wo 00/20580 gQ PCT/JP99/05534 

mm mx\t, z>vV. 0^^. t7v. ZT^. ^'y. ^-o, ^Mi.E) 

5 iz^<ommt$>^^^. ma^^oi^^, -Mc^Faa', (eokg 

<hLT) (CiJliTti. -EiZ-Dtmo. 1~ 1 0 Omg, $f^L<rai. 0-5 
Omg, c);»3»^ L<fi^lJl. 0~2 0mgTS>5o «n6^{cS#-ra«^ti, 

m^ii^ &m\<omrirMmx\t. (6 o kg tux) {c^jut^. 

10 -BtCO^rjiUO. 0 1-3 OmgSS, ^!fSL<TOO. l-20mggg, d; 
Jl!l<Dibtlc7)^^t>, 6 0 k glfcDfl^^L^ca^tS^T'SCtTjiT^^o 

m^m(Dmn^^±izmmt^mm(D=^mii^u/trz\tf^m\tLxm^^z t 

20 mt'^m^^^^mo) i^±:r^-m^n(DmM^^±\zmmr^mB<Di^m^j;:zs 
/^fzitmmmtbxmmt^^'^^t. tm^^k\zUoxm\itt^ztA^xt 

^j, umm. mm. ^mm. ^^-^muatttiz-mzm^^ntz 
mnmm\z^:!^-^n^mmmi^mxmut^ zt\z^oxmT^t^ztf)^x^ 
zn^mm\zini^^M^&it^^-^nrz^m(Dm^u^mm^n^j: 



wo 00/20580 51 PCT/JP99/05S34 

10 mw{At£ii^mm^rzimm-^i^^f£ii<Dm'^(7)mmmmiz'^'oTmy5t^zt 

15 , ^H^>14^®fS14^iJ (^^i. 5}?UV;U^-h8 O^M. HCO-5 0) fj; 

±is?^i5^ • mx\t. mmm mx\t. ^}ym^m.mm. mm 

7<yh, '^71^-=^. t>yv, ^^5', -^v, -^Mia) 

iLT) II*3l^T«, -BUOtl^O. 1~1 0 Omg> $f^L<{i*<Jl. 0-5 
Omg. ctD$fSL<tilUl. 0~2 0mgT*5o $mQmz&4t^^^\t. 



wo 00/20580 52 PCT/JP99/0S534 

-BiZOtmo. 01~30mgm if^^b<\tmO. l~2 0mggS, i: 

o^f^L<rao. 1-1 omgmm^mii&mz^K)i&^t^m^^^'^r$> 
(6) :^^BM(DGm^mmmu-t^^-mBmztit^'jiJ>\'(D^Miii 
^wmzm^'):^>\'mm^m^^<^&t^^tf}^rt^, 

T0(i)^rz}t®u..e^ztim(Dyjti$>^^^\i'tn\zm z t 

(X)XGMm r 7 v:t-r a y 7 -b^ j (isifta, BSfn 4 9 ^wn) 

15 ©AMU r)i^7->*:^1'A/7>;/-fe-rj (ISIi^a. BSfO 5 4 ^^ff ) 
■fr'S^k^tl (7:^-Xh. 7>iS'n'-;^ hTii*) (DT.^ 'J -->^;^S 

(D^^jk^mmi.. im^Jk^m^rzv^^^--^^%7y't<^.^m^^^^t\z 

14 7^+K>S?M. 7-fe5';l/:n'J>jigi. mi^Ca'-'M, -W 

I*, mi^^eKo'j >i^ih:. c - f o s (D^mt. D^^oi^yuE^tmrt^ 

geM{C^tt'57if-Xh) , (□) MflaMf51±^WU/<tWb^ii^ 

-5. 2^^HJ(7)Hi7'i$'-MBKlc*t-r57>iS'=f-Xh) , (A) iJ:y>h*<h* 



wo 00/20580 r Q PCT/JP99/05534 

^ t^, M k-fe -/r? e m ic^r 5 'J l^y H ° Ma SBMftStt^^j: £ ^£iiy 

o T wii±{i%^ vfzvt-/^-miB%m \z^m -^^tzm^^t. mi^tz^i 
ny\^^^xsn.m\:^^^^m^(DD^A^t^tm's.nmw^mmt^^t 
\z^'DTimm±.\z%m.Lfz:^^^<D\^^-:r9-m.Bnmz^m^^tz^^\z^ 



wo 00/20580 5^ PCT/JP99/05534 

□ 'J>M, mi^Ca^+lgl. ,mf*^cAMP«. mrtcGMP^fX. 

10 y->h-;uu>^s^> ifflsaMmii^K). mF*ii^eKcDu>i!{k, c-fos 

5 C ch Id cfc o TiMM± {1%^ t fc^^BJ O U-fe T'^ a fCiUM^ it 

*%B^cD D N A ^t^t^mnn,^w^i^mt^ zt\z^-o xmmm±iz^m t 
fz:^^m(Du±-f^-mBn^\zmm^-^rzm'^\ziH'^^. u±zf^-^:f\-r^ 

iiisai^c AMP^^> mrtcGMP^fi^, -1 y'>h-)v^)>mM^. m 
sa^m«ift. mrtMa»©u >^^l c-fos (Tjfgtt^t, ph<^{£t/cCc!: 



wo 00/20580 55 PCT/JP99/05534 

10 mmznm-t^z.t-h^-^'^^o 

15 mmm^^mmrsb^o bfi^b. wiz\ih^^(Dmisitx^f)mis()xmmfiz.t 
20 u^tt^'^^n^^'^^--\^t^DNA^^\z\mmDNAf}m^^<bn^-^^. 

t^^'^^=LU^-i )V7.\zmt^^^^W^'y^ )\^:^ (nuclear polyhedrosis 
25 virus : NPV) (D5j^iJ'\H'J>yD^-i5'-. SV 4 0 ^^(D-fn^-'S^-. V 

Vu^^)\r7.(r)-:fn^-^-. ^f^^u^-t^^ >:fu=E—$'-, fciHt-hva 
W'j:^^<D:fj\kX'ubz.ti)^Xt^. m7^\t. CNaibi, P. 



wo 00/20580 rn PCT/JP99/05534 

00 

tJ-:^- A'-r^av-**;!^- -Jr^;; h'J- (J. Biol. Chem ) . 267#. 19555~19559 

H. 1992^] \z$m(Dyjm\z'^oX'i=TU^::tf)^r't^o 

(Klnematicattl!!) (DX^m^^ mmz^^W^ ^Vy^-:fV7.fi.EXim. 

?475^±(!:LTffltie.nS. m7L\t. Wmmm.^&. (S O O r pm~3 0 0 0 
20 r pm) -C^B^ral (il^. 0 5^") ^'C^L, ±m€:$bfCii;M (15 0 

0 0 r pm~3 0 0 0 0 r pm) T®^3 0 5i—2l^rBlie/6L, t#e>n^aj^$: 

^ 1/ -t -/^ -H «^ S m^M^ 4^ CD 1/ -fe y -g a S Oft [i, 

25 1 0 3~1 0''^^T^S<^*^iff^L<, 1 0 5~1 O'^i-^TS'SCO 

U h' <i:*%BJ(^l/-fey:$'-ge^^<i:0M^tt«{l:$iii){b^ii^$:X^ 



wo 00/20580 r n PCT/JP99/05534 

Ctllct.O Hl7'i57-MeKMeP§ai"^o A'>v7 7-{C^i. PH4-1 0 
*L<(ipH6~8) (^'J>^/\''y7 7-> h 'J7.-ieK;\''>7 7-?'cJ:<i:<7)U;^/ 

15 Sfe. ^^#SS<JlS-&^fS^^^-frS§W"^> CHAPS. Tween-8 0^" 

H05^*?$?PA^gWT'PMSF, P-f^y^'^, E-6 4 (^7^5^ HW^SmS!) . 
^7'7.i5'^>7ij:c!:<757'Px7— k'PlS^J^riiJPf SC«!:feT^i.o 0. 0 lml~ 
20 10ml (D^V^-f^-'-^mz. -^ft (5 0 0 0 c pm~5 0 0 0 0 0 c pm) 

imSWifS^tt (NSB) ^^^tL^\Z-km\(r>^W.WL<D^}i1>Y^M 

\zm^t^m^\t^^i^y>^i^-'y3 yti^>^-^rz\tr -tioy^-r 
m\t^, i^mt^^wt^^^^'^o^tioyhiB,) i^^ibimmi^-^M (ns 

B) ^dl^^TztlOyh (Bq-NSB) ^1 0 OXtLfzm. #S6*)i^^ft (B 
-NSB) «^yAfi, 5 0%OTH;iJ:S^M^<^=&ISOT§Hg:':OS)^f^M 



wo 00/20580 gg PCT/JP99/05534 

g^. mmmBn<D'j >mit. c - f o s cDfi&it^i:, pH(Z) 

10 )vzfu-hmiz^m-r^o 7.^^j-~>^^nuo\z$>tz-DXimh-ox^m,^ 

15 T^^sitT^cJi^^. u^mmm\zti-t^mmm^mmLX7 y-t^ ^nu-DX 
mm(Dmm&^M±m^miz-^'^x^^^rzmm\zi:ir^m^mmm t Lx^mt 

20 n^^'^Ltzmmt^-SL-^mx^h. i^^^mi^'t-^^-'^B%m^%mLtzm^t 
v^-:f^-m.Bn^^^^^fzm^ms.Etim^ l.Uo 
■Rjcfb^!^, %m^m.i^. ifflsaatii?^. mm\^^WL. mwim.^]^\mE-hm^^^ 



wo 00/20580 PCT/JP99/05534 

1. x^^) mm 

5 Hanks' Balanced Sail Solution (4^y=ittS!J) 0. 0 5%<D^'yM%7 )l 

10=ll/Ax«L. ST-C, 5%C02. S 5%a i rT2 Bfe1t^gL-/c*)^= 

15 laMIC?&f^T^. 

•J;^>H^O. 1 %'^7->jfiirf7;i/ys>(->i:^-7ttSJ) ^r^t^PBSTlmMch 

2. Mfe 

mm^. mmmmmm i m i t2 isi?^#Lfc^, 4 9 o w i (T^S'i^ffiMam^^ 

'J;^>h'^&0. 2N NaOH- 1 % SD ST'?§^?U, 4m 1 (D?^{$v>5'U-:5' 
-A (ifa)t^^§a) tM'^t^o 



wo 00/20580 gQ 

Percent Maximum Binding (PMB) 



PCT/JP99/05534 



PMB= [ (B-NSB) / (Bo-NSB) ] XlOO 
PMB .-Percent Maximum Binding 
5 B : ^W^lB7^rz.n(D\t 

NSB : Non-specific Binding (l^4tS6^|g-a-fi) 
B 0 : l:*^!^ a * 

mi^Ca'^M, mrtcAMP^^, mi*lcGMP±^. / '> H-JUU 

>s?s4, ifflMmMKi. v^sai^isaMou >^<b, c - f o s (DStt^t, p 

l^-fb^tliLT^i. ^^^K. 5'>A°^. Kmt^tl, -^J^ft^l^, 



wo 00/20580 g J PCT/JP99/05534 

ftti («?iJAti, ^ -^-y-^. t'^v, y^J^, -^f/, ^o, 1i-;i'/cCi:) 

tCcbOH^fi^'STi^. iiiPiS40«^, -^6<j{c«?9A{i', iJi^f^i^E^ (6 0kg 
tLX) fC43UTll, -BiCOtlDO. 1~1 0 Omg, i(?tL<{ii^^l. 0~5 
Omg. ctO$f^L<li*^l. 0~2 0mgT^^. I^MPWf;S4^t"S«^ti. 

20 ^m\(Dw^x\tm;mk\t. m^b^ (eokgttr) (:i5iiTtt, 

-BflO^^i^O. 01~30mgigg, «^Sb<m:)0. 1 ~ 2 0 mgga[> cfc 

wtL<(i*<jo. 1-1 Qmgm.^^M^mz^y)^^t^(Dmm'^xh 



wo 00/20580 -,0 PCT/JP99/05534 

5 s. 

m^mztmu%^mt<Dmm\±m^> ^rz\mmmmuii<D&.Mm(Dmxtm 
nm\zmmx't^o m\:'^'^^^mm^\zmib^n^'A^(Dmw. « 
10 ^j. mmi ^t^;u, ^mm. ^^^B^Mt^^tth^z~mzv&tbinrz 
mmmmiz^^tn^mmmmmxmw^ zt\zj:oTm^t^ zt^^r^ 

^m. tj-:^-t)mr^^izma-r^:itf}^rt^m.mmtLxit. 

(DjioT^-^om. ^/t-s>h, 7ti=eym^rz\i'^:c*)--<D^vt^^f^mu^ 
t)^m^^iti^c mmmmm^t}zf±)ix$>^^'^\z\t. ±E^-(^(Dm^\z-^ 
20 ib\zm'i<D.i:tum^m^^t^t^ctf}^xt^o B.M<Drzi^(Dmmmf^wt 

m^wj^ii^r^mtrz\mm-^-^^u^<om^(Dmm^m\zvt^xm:^r^zt 

, IH:t>tt#®?§14^J (0iJ. 4^'Jy;l'^-h8 0^", HCO-5 0) T^f 

'^^mmxh^'kB.^n^y'y)v. ^y'y)V7)vn-)vt^EtmLX'^^^^> 



wo 00/20580 63 PCT/JP99/05534 

^tz. • ihmmt. ifm^. mmm mx^^^ 'j>®tw«. e^^ 
mm m7L\t. 7-yh> ^-^^^ t^^/v, -^^^ -^-x to, ^)Wi.E) 

tLT) HiDl^Tli, -diC-^sii<JO. 1-1 0 Omg, |!?SL<«I^1. 0~5 

Omg, cfca<fftL<: J;i)IUi... 0~2 Omg-e^^c J^liPWic:lx41"^^^{i. 
-So €cD»jtlCO«^t), 6 0kg^fci9(c^®U^c»?:iS-^-r^::<i:;<>^T#-5o 

25 (ii) ^)^mtm±iZl^'^itbrz:^^^M<Dt}ii^ti^Ui^mt^nrc:i^m(D^ 



wo 00/20580 54 PCT/JP99/0S534 

mz\%. W^^=i-^(J:>^(D^m^^X^^<. ^tc. liAi^^^O)? i ah') 2 . F 

m^^xhx^K m?i\t, ^^7P^hu-. ^^r£« -TA// h'j >y^?^^3ctu^■■t)- 
tbX\t. ^^X]:tm\k(D:ktfj.hmm^V<. m^it. Q-1iyi7Vi/¥- 



wo 00/20580 gg PCT/JP99/05S34 

tfimzmi^'bn^^w\t'i^^'rLhimmr$>^'2^mitu<. sij^^it$ffi]±^-& 
^^'m-c\t. wm^fj^^w^tmwimt^^w\znLxn^mzK]^^-^^rz(j:> 

^m^(DWm.^Wit.{Y) t^Wtm^LfzW^miW. (B) t^ML (B/ 

;k ±m\mzn-^^w.2mtuii^m^^^m^^. ^^xs. mi^^tLx^ 
mznLxm^Km-^^tz'^mt.\m^Mt^t\ ^-avni. 



wo 00/20580 gg PCT/JP99/05534 

fQ 5 3#^tT) , wm^^m mmfimm-^tki - cm 2iig) mmm^. 

2^^ff) . r^v«;/X-'r>-X>v^yx- (Methods in ENZYMGLOGY) j Vol. 
15 70 (Immunochemical Techniques (Part A)). IrI S Vol. 73(Iiiiinunocheiiiical 

Techniques (Part B)). IWItf Vol. 74(Iininunocheniical Techniques (Part 0) , 1^ 

S Vol. 84 (Immunochemical Techniques (Part D:Selected Immunoassays)), PI 
Vol. 92 (Immunochemical Techniques (Part E:Monoclonal Antibodies and 

General Immunoassay Methods)) . PI S Vol. 121 (Immunochemical 
20 Techniques (Part LHybridoma Technology and Monoclonal Ant ibodies)) (i^^±, 

^-wB%^^^Wimz^m^tzib\z'&mt^zti3^xt^, ^tz. *^bjo 



wo 00/20580 PCT/JP99/05534 

10 (i) il\LVmkMmo(^mL. (D1#^OM§§, (Dl!ig|;6^b¥StLrcM^feL< 

20 (iii) l^t Vm\M\^(^Q>mL. (D#^(Dil§S« (Dliig§;6^bMLfcMMfc L < 
5llgf ^CtfCctS, ifflMl3i3tt-S)*^Bj<^l/-try^-gaK^/i}i^cDgB5> 

^ H CD ft ^ ^ < b $ -tt 5 ^ t ^ 0 x ' J - - > S $ ^ T -5 . 

25 (iv) *^B^0i/-t:7'^-gs^^t<{jj^Og|5^^y5if,-$^^-f5jgg|£j^ 
5^ h*ofi^^fk$-fr^fb^ti(DX^ U -->i7;^ti^&^#^-r-5. 



wo 00/20580 g3 PCT/JP99/0S534 

(i) lE^^-SV^tmil^rxM^t hDfilLKifl!) iM^^t. -7^7.. yyV. 0^ 
ty-y. Zfi^. "^v, .:^^3. -1^. ^jvt^a. ^OM.WmiZitm^yyh> 

5 mm-707.. wjmmt'y^^^. im-707.u^) mm m^a. tKm 
wz. $>^\^^\m^(Dm^ mx\f. ™, '^bue) , ^tz^tm^ 

h>X.l 0 0^". y-(->2 O^^T^Cif) 7j£ci:S:ffl</^ $ ^ 
(KinematicattM) <D^^^^, m=^mz^^m^. y Uy^Z^U^fi-EX'tWE. 

LUf)^ibmm^m\^^/X)v*^imih^-^^z.t\z^^mm^m^fin^, m 
mm<D^m\zit. ^mm'b^^m'^^'m^mm'b^mmti.E<Dm'bttizj;:^^m 

20 rS^^^chUTfflt^en^o MPi\f. mmm^^'^im (500rpm~ 3000 

rpm) xmmm mi^--io^) m'bb. ^m^t^hizmm a so 

0 0 r pm~3 0 0 0 0 r pm) TM^S 0^^ zmf^iM'bL. nibtl^itM^ 

mm^tt^o m^m^^\zi,t, 9t^LrzuiL-/^-mBnmtmm^^(D^jy 
25 mmMmmz^^n^:^%m(j^v'f:f^-WB%^tz\t't<DU^^^^ Y\t, 

t^t^^^y H< v=f-^mmmmm(Dijmt.mmzLxntioz.tt^xt. 



wo 00/20580 gg PCT/JP99/05534 

i3 ^ m 7"^ -H a K S re «^ <^gU^ ^ y 5" H 0» ^£ ;£mT ^ C t (I 

15 (ii) mm^^w^'^mzm^mm-t^mz^^it'ti^^i^nL^izf^'^^^. - 
^mmmm'ik (1 B^^j;t.iL7 B^, ^^?■^b<itlB'ikm^v3Bm. ^o^^ 

b<\t2B'^U^^b3BW . iiiflSM{C*5lt^*^B^<?)U-fe7':$'-MeM^^c« 

't<DU^<^^\'<Dm^^mr^:it\z^K)rffjio:Ltt}^rt^. 
mi^mm^iz'^^M:^^m<Du±-f^-m^n^rz\t^(DU^^-:f^}i(Dm 

(iii) IE^^5lifm€^x;H^t hi«?L» T-^X. '^"tt- 

':7S>. -r^, -ttJl^JJct*. J:0^^*:WlC{i58S^^>;/ 



wo 00/20580 iQ PCT/JP99/05S34 

(iv) *%0j© u-ff^-mantb < ^t'to^^^^^ i^^^mt^mm^ 



^tLx^mthm"^. ^mm^\z'^-oxumt^^tti^xt^o m7.\t. ±e 
hfz:^%m(Dv^-f^-WBn^^^t^m.mtnmzLx. mi tizf^Dvm. 

(«aj>Lff, 77 '^^tf;*^. t7v, ^)VtiE) 

\zni.x^^-thz.tt^xt^. 



wo 00/20580 PCT/JP99/05534 

iCctoMstis^TS^, mun^-<Dmt> -m\zmx\t. ^mmm^ (eokg 

tLT) lC*5l.iTti« -B\Z-DtmO. 1-10 Omg, itf^L<mi. 0-5 
-BlZ-DmfjO. 0 1^3 OmgUm. tlt?tL<itmo. l~20mgigS, ck 

10 (11) mmm\ziii-j^:$:mM(D\y±-y^-m&n^rzi,t't<D^jf^^^\i<Dm 

15 u±';^^-m&n(Dmm^±\zmmr^m&<D'!r^iij:v^/^rz^t^mmtbx 

m\:'^^^:^^m(Du-tzf^-^&n(Dmmi^±\zmm-r^mm(D^mii^zjf^ 
/^rz\t^mmtLxm^t^m'^it. ^m^mz'^-oxmmitt^:itt^x^ 

20 m^\i> mit^mt. '^{zjt^cxm^^mLrzmu ti^-tjm. xu=^^v 

m^mztmbn^mtcomm^mm. trz\tmmmmua(D&.m](Dmx$m 

m> mmM> ^t^;k ^mi. ^^m> m'^mt^iftthiz-mzimibnrz 
25 mmmcm^-^ n^m^mmmrnxumr^ zt^z^-^ xmmr^ z. t^^xt 
^. zni^mnnzi5ii^^9M^m\tm^^nrzmm<Dm^u^mm^iin^^ 

mi tizftjimt^aizmnt^zt^ixtrnMitLx^t. mx^iM^?^ 



WO00/20S80 72 PCT/JP99/05534 

. jH-t>\i^mmm\ (m. 5}?uv;u^-h8 0^", hco-so) tj. 

mmmmx&^^Bm^^>i^)i. ^>i^)i'7 )vn-)vui£tmmLx 
15 sfc, ±$i^P} ■ ^mm\t. mK.ii. mmm m^\f. '}>mimmm, mm 

20 z(Di^^\zLxnibn^mu'k±x\m'i^x^^(Dx. mx\t. th-^pifi 

fii^ mx\t. ^■^^^ •:f^. ^y. '^Ms.ii) 

HckOMSfifes;^^. mnt^^(Dmt. -i^mzmTiit. ^mmB.m (eokg 

25 iLT) H:feUT«. -aic::>#*^lO. 1~1 0 Omg. fftL<{i*<Jl. 0~5 

omg. ^Diif-^b<\mi. 0'-2 0mgTS§. tmnmz^^r^m'^\t. 
m^\i, mm\(Dmx\rMm\xu. :^^mB^ (eokgiur) tc^vixts, 

-BiZ-Dtmo. 0 1~3 0mgSg, Sf^L<mUO. l~2 0mggS, ci: 



wo 00/20580 73 PCT/JP99/05534 

Wf)^. 'tnibu-f:r^-mBnrs.^\znt^^%m\^tit. ep-^. muii-y^- 

10 7ir^;m'j>m. mm^ca'^mm. w^cAMP^ijic. mi^cCMP 

^mmft^^tf)^x't^o vtox. mu±-:f^-mBno)mmwi.iiizmm 
15 (13) :^^m(DGm&m^'^mu-t:f^-mj^n^n-\it^DNA^^r^ 

x--;/^|^h hm^^i^mt^:it^^X^^o l^t hiliifechLT^. i«?LM (^J 
yyh, -707.. 0-^^. "cW. y^J', ^'y. ^>n, ■y-;i/7:c<J:) 
20 t^E (OT, SitliiSfE-r^) ;:>^'^tfn575^ 4#H, T-^T., Olt4^/j:<i:7!>^*ra 

D N A ^nmim\zw»^^^ tc^fc^ t«. n a ^^iji^iffliaT 

(7)*«-^{C^?iJ-C*S. ':7l^-4iS*(D*^BJ(7)DNA$:e^$-a-5ii^. 
25 :in.hffi|sH435ii^t,i»)#!S^(D*^0J®DNA^KWflaT%i^^-&^S#ay 

■7^^U'i>i^ji^i/3>t^:it\Z^'DX:^^m(DU'tZ^^-mBm^MM 
^TSDNA^Mtl^f^tiJ-e^S, COT'o^-^J^-iLTtt, ^ajAtdf, 



wo 00/20580 74 PCT/JP99/0SS34 

't(Di^^mm:sLwmf!&(D±x\zt^^m(Du-ff^-mBnm^^t^zt^M 

±T\z:^^m<Du±zf^-m^nm^^t^, 
:^^m(DDNA^^W]mt. ^mz^io'AB^^^^izuwt^zt^mv2^L 

bfi. s^jGUA^'^^-t'hii&m(DW}i^j^^m-r^:itiz^o. mxm^i-^n 
d t icck 0 r^xoy^ufj^mD N A wr^c); -5 iz^mmRt^ z t^^xt^, 

, #5. *%BJ(^DNAe^T'i7X(^mi^4'ODNA'feL<(iRNA$tt 

mi^mz^D^^L. ztiib^mmbx. m^a. m^^mmmm^^^o^ou- 
mzm^mmt^mm^^ib(Dmm(Dmmm^r^ztf)ixt^, sfc. 
Vignette J; 0, m^<,i. ^mmi^oymm^Msbz^otmmoM^tm^ 

UPAC- I UB Cominission on Biocheinical Noienclature (CJ:-5lilS#^'5>Vi 

ir^^^mziski^mmmmzm-^KhoxhK). ^(Dm^rmr^, ^tzj^ 



wo 00/20580 75 PCT/JP99/05534 
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HOB t 



HOOB t 



: 3. 4->^bHa-3-t KP^^'>-4-^^y- 



1.2. 3-^>yKU7v> 



HONB 



"5 



DCC 



CE^J#^ : 1 ) 
10 CE?'i#^:2] 

Cfia?iJ#^ : 3} 

15 :^^m(Dyy K/hflaS*ifMGiieK^tSMU'-k7'i5'-MaKrCB7T084^3- 

■r. 

(EJ"J#^:4] 

^^m<Dyy h/M^S«^GgeM^tSMU-t:/i5'-gaMr CB7T0 8 

'^aiC)^SEf!llTt#^)nfc?fmfe^#:x->x'J t7 HU (Escherichia col i) 
DHl OB/pAK- r CBO 8 4fi. TOl 0^9 ^ 4 B?!)^^.aMII^III 
^mm^^X^xm^Wm^m (N I BH) lC^it#^FERM BP-6 4 8 5 
25 ibT, 0¥8^ 1 7B;5^^ra?£A-%M^m (I FO) 

IFO 1 6 1 9 QiLT^K^nTVi^. 

^_,>j7P_->/^ (Molecular cloning) {CsSa$nT(.i-&;^J4(Ct^o;to 
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3) immn: 4) ^m^TPCRKjt^^n^fzo 

5 \Ziin^K^^^^(D'M\t±mcDNA(Dl O^Oim^mmtbX^mL. Ad 
vantage cDNA Polymerase Mix (CLONTECHtt) 
1/5 0*, (iH^J## : 3) i3J;0'7'^'f7-2 (iSJiJ#^:4) 

^#0. dNTPs 2 0 0 ji/M. i5i^i?^H^.#OA7 7 7-^in 

A, 2 5 1 O^^AtLfz. PCRR}t^\t. ©95^-3 Of^O'ik. (D 9 4*0 • 
10 5fj?, 7 or • 5^<DD--( ^}l^5\Bi. (D 9 4t: • Sl^l'N 6 8 r • 5^(7)-b--r;^ 

^{I6 5*C- 5^0#SS;&^tT^Ac. KPCR>5^£:tt<^KJc£^S4^^£TA_^a- 
->i^+-> h ( r n V i t r o g e n^)0Myj\zm^':fyXS. l^^^-^-pCR 
I I (I n V i t r og e n^)^ 1f □-i:>:i^L^Co c:n€:;^MDH 5 a 
15 (3^AL. cDNA^£:fcO^D->$7>evU>^^trLB3iS5^^itil4'Tii^ 

MeS$:3-h*-r§cDNAiBJiJ (iE^J#^ : 2) <&t#fco ;i®cDNActO^ 

37-11 e«^rCB7T084<i:^^ Lfeo 
20 *^HJ(757>:/ ^/MwS3fe(7)G^aM*^5M^■t7'37-geKr CB 7T0 8 4 
SrH-HT^cDNA (iBJiJ#^ : 2) tS^+I-:/^ □-->^$n/i7'^7.5 h* p 
AK-rCB0 8 4Sr. ^i^{ik^<Dljmz'ilt^^±mm (Escherichia coli) DH 
lOBH^ALT. (Escherichia coli) DHlOB/pA 

K-r CB0 8 4<&t#^. 

0 8 4$D-K-r'5cDNA (EJiJ#^ : 2) TlJ^'l^-yi' >i/^n/iy^7> 
5HpCRI I-rCB7T084$. ^i^'j>M1}m\ZVt^^:Kmm 
(Escherichiacoli)DH 5 a{C^ALT.J^Metfe#:::^M (Escherichia coli) 
DH5a/pCRI I - r C B 7 T 0 8 4 ^t#^o 



c 
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^mM2 r CB 7T0 8 4^]^CH0«Of^|;} 

^mmirimbrzr^nBm^E.zQ\\ oHSa/pcRi i -rcBrro 

8 4$i$m -fyT.^ K • S K (^7tf>^) ^fflt^^TpCR I I - r 
5 CB 7T0 8 4(7)y^XS HDNA^^UgglL/io ;iCD7°^X = h*;i^?>2^^BJOG 

mBnmkmu-tzT^-mBnr CB7T0 8 4^n-]it^ cdna ^^>a-^ 

^i^fflT'^XS H^i^^-pcDNA3. 1/V5/His n-->ifbX^ >/'^i7^mm 
H PCDNA3. l-rCB084 ^^ISU^'Co dCOJ; ^ LTftfc^^X 5 Hli, 7' 

10 fc^> ^n$r-l:;l/7x^ h • h^>X7x^'>3 >4^«> h (7Tv-\'A7 7;UT 
^•7rC<:t7^-:^a) ^■^'vv^,^j-{75yn Ml-;i.ict^oTCKO i\-Arm^izm7^L 
tz, tt£pt>^ lOmgODNA f U >^:^7;i/'>':7 A,h(D^jtp^?^^^ 2 4^B#PB^tff 
{C5 X 1 O^S/^itil X 1 0*<®(7)CH0 AhlrmH^^mmi^fzl O cm->^-U{C 

15 ItRMT^^ 0. 4iDg/inl (7)G418 (^^H BRL tt) iScfclXl 0 %jitff'^ ->«a 

(CH0/rCB084) On □ "-^l^TS C chlCd: 0 . r C B 7 T 0 8 4^mCHO 

iiS^Lfcr CB 7T0 8 4^;iCHO«;i^f,^^ilZt¥V^:t RNA ^rttttiL/!:^. 
20 TaqMan ji{Icfc0rCB7T084(Z) mRNA a^r^'J^ • □ E-^^ntHLfz. 





%M (nhf-Zng ^RNA) 




llHliiliJ^ 




3 


18666 


17486 




1 8278 


24369 


4 


181736 


190185 




159347 


175345 


17 


50429 


34503 




44990 


41239 
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(D^. :foctJ>'^nb^li-H1-^4^U^^^^5'K m^U^ DNA, RNAiS 
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I. EjiJM: ii!mt>^n^7^ymmmtm~tL<itmnmzm-'(D7^ 

5 COig, 

5 . gg^J## : 2 -C^^tl'SilSie^iJ^^I-'SISJtJl 3 IB®C0>jf ij^^ i-^tf- Ho 

6 . if jJ^Ji 3 lEic®^ U ? 1/^5^ H ^^^-r^ms^x.^^ 

9 . is^ii 1 timoGmBn^'imu^zr^-m^nhL < m^ii 2 ie^osr 

.10. MiiltS^OGgdKtttS^Hryi$'-geslO>'^^:^;i'e3i?&^?§tt 

I I. m:^m9 ^m(Dmw^^^bxtj.^^wim, 

1 2. il^^lEa!^cDGleM*^ssu■t7'^-^est)t<^iil*JS2ls^cD 

' 25 1 3. iSJi^^l 2ie36c^GgeK^tSSU-ky^-geK<^U;^/>H$^WLT 
1 4. M^^llS«cC?)GgeK«^SSU'ir-/^-gaSt)L<«IS5}^ri2f2l!c(7) 
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gU^^^y^ Y^fz\t^(D^^^^t^ :i <!: ^£^ttli<l:T^ U ;^ > H chit i IB^ 

1 8. sSJjeri l 5l5®c(^X^'J-i:>^:^?4S/ifl»;Riil 6l2icCD7.^ 

-fe ^ ^ - M a M S ^ <D t ^ ^ ^ ^ f b ^ -tt ^ ^ t: ^ S /c { i ^ M ^ W 

1 9. ig*^3lBm<^4?U3?^U:t5^H<hA'f7>hU>vx>h?iC^^TTA^ 

20 2 1. Ht3K^3t2mO:J?'J7^U^5^H*;^ctt^O-gI5^ffl</^'5-<!:^Mi:f 
-g)!S*i|llBiiO.GgeK*tSSil"fe:^i5'-SSK<75mRNAO^«m 

2 2. %m^^wM.<n>^w^m^^^:it^w^tr^mtmmm.(DGm.Bm.pi 

^SM U-fe a Kc^^s:^^. 

25 ;}^]il8ea!t05GMeK^^tSSIl/1:>^iS'-iaMOtg^^;i^MaT53^S<Z)I^KIr:^fe^ 

24. mi^-m2 \mL<D^m5m^m^^z.t^^Wifr^. mi^mimmoG 
g e s i^-t "/^ e s ^ ^^li ^ * ^t^^*^ ^ ^^"^ ^ ^ 
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10 20 30 40 50 60 

ATG AAC TAC ACT CCT TAT AGC AGC CCA GCC CCA GOT CTG ACC ATC AGC CCC ACC ATG GAC 
Met Asn Tyr Thr Pro Tyr Ser Ser Pro Ala Pro Gly Leu Thr lie Ser Pro Thr Met Asp 

70 80 90 100 110 120 

CCT GTG ACC TGG GTT TAC TTT TCA GTG ACA TTC CTG GCC ATG GCC ACC TGT GTG TGT GGG 
Pro Val Thr Trp Val Tyr Phe Ser Val Thr Phe Leu Ala Met Ala Thr Cys Val Cys Gly 

130 140 ISO 160 170 180 

ATA GTG GGC AAC TCC ATG GTG ATT TGG CTA CTG ACT TTC CAC AGT GTG CAG AGG TCC CCC 
lie Val Gly Asn Ser Met Val lie Trp Leu Leu Ser Phe His Ser Val Gin Arg Ser Pro 

190 200 210 220 . 230 240 

nC TCC ACC TAC GTG CTC AAC CTG GCG GTG GCC GAC CTC CTC TfC CTG CTC TGC ATG GCC 
Phe Cys Thr Tyr Val Leu Asn Leu Ala Val Ala Asp Leu Leu Phe Leu Leu Cys Met Ala 

250 260 270 280 290 300 

TCC CTG CTC AGT CTG GAA ACA GGG CCC CTG CTC ACA GCC AGC ACC TCC GCC AGA CTC TAC 
Ser Leu Leu Ser Leu Glu Thr Gly Pro Leu Leu Thr Ala Ser Thr Ser Ala Arg Val Tyr 

310 320 330 340 350 360 

GAG GGG ATG AAG AGA ATC AAG TAC TTT GCC TAC ACA GCA GGC CTG AGC CTG CTG ACG GCC 
Glu Gly Met Lys Arg lie Lys Tyr Phe Ala Tyr Thr Ala Gly Leu Ser Leu Leu Thr Ala 

370 380 390 400 410 420 

ATC AGC ACC CAG CGC TGT CTC TCC GTG CTT TTC CCC ATC TGG TAT AAG TGC CAC CGG CCC 
lie Ser Thr Gin Arg Cys Leu Ser Val Leu Phe Pro lie Trp Tyr Lys Cys His Arg Pro 

430 440 450 460 470 480 

CAG CAC CTG TCG GGG GTG GTA TGT GGT CTG CTG TGG GCA CTG GCC CTC CTG ATG AAC HC 
Gin His Leu Ser Gly Val Val Cys Gly Val Leu Trp Ala Leu Ala Leu Leu Met Asn Phe 
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m 2 



490 500 510 520 530 540 

CTG GCT TCT HC TTC TGT GTT CAA TTC TGG CAT CCC GAC AAA TAG GAG TGC HO AAG GTG 
Leu Ala Ser Phe Phe Cys Val Gin Phe Trp His Pro Asp Lys Tyr Gin Cys Phe Lys Val 

550 560 570 580 590 600 

GAC ATG GTT TTC AAC AGT CTT ATC CTG GGG ATC HC ATG CCC GTC ATG GTC CTG ACC AGC 
Asp Met Val Phe Asn Ser Leu lie Leu Gly lie Phe Met Pro Val Met Val Leu Thr Ser 

610 620 630 640 650 660 

GCC ATC ATC HC ATC CGC ATG CGA AAG AAC AGC CTG CTG CAG AGA CGG GAG CCT CGG CGG 
Ala Me lie Phe Me Arg-Met Arg Lys Asn Ser Leu Leu Gin Arg Arg.GIn Pro Arg Arg 

670 680 690 700 710 720 

CTC TAC GTG GTC ATC CTG ACT TCC GTC CTT GTC HC CH ACC TGT TCT CTG CCG HG GGC 
Leu Tyr Val Val Me Leu Thr Ser Val Leu Val Phe Leu Thr Cys Ser Leu Pro Leu Gly 

730 740 750 760 770 780 

ATC AAC TGG HC TTA CTC TAC TGG GTG GAA CTG CCG CAG GCC GTG AGG CTC CTG TAC GTC 
lie Asn Trp Phe Leu Leu Tyr Trp Val Glu Leu Pro Gin Ala Val Arg Leu Leu Tyr Val 

790 800 810 820 830 840 

TGC TCA TCA CGC HC TCC TCG TCT TTG AGC AGC AGC GCC AAC CCA GTC ATC TAC TTC CTC 
Cys Ser Ser Arg Phe Ser Ser Ser Leu Ser Ser Ser Ala Asn Pro Val Me Tyr Phe Leu 

850 860 870 880 890 900 

GTG GGC AGC CAG AAG AGC CAC CGG CTG CAG GAG TCT CTG GGT GCT GTG CTG GGG CGG GCA 
Val Gly Ser Gin Lys Ser His Arg Leu Gin Glu Ser Leu Gly Ala Val Leu Gly Arg Ala 

910 920 930 940 950 960 

Cn CAC GAC GAG CCT GAA GGC AGG GAG ACG CCA TCC ACA TGT ACT AAT GAT GGG GTC TGA 
Leu Gin Asp Glu Pro Glu Gly Arg Glu Thr Pro Ser Thr Cys Thr Asn Asp Gly Val «* 
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<110> Takeda Chemical Industries. Ltd. 

<120> Novel G-Protein Coupled Receptor Protein and its DNA 

<130> A98197 

<150> JP 10-286607 

<151> 1998-10-08 

<160> 7 

<210> 4 

<211> 319 

<212> PRT 

<213> Rat 

<400> 1 

Met Asn Tyr Thr Pro Tyr Ser Ser Pro Ala Pro Gly Leu Thr He Ser 

5 10 15 

Pro Thr Met Asp Pro Val Thr Trp Val Tyr Phe Ser Val Thr Phe Leu 

20 25 30 

Ala Met Ala Thr Cys Val Cys Gly He Val Gly Asn Ser Met Val He 

35 40 45 

Trp Leu Leu Ser Phe His Ser Val Gin Arg Ser Pro Phe Cys Thr Tyr 

50 55 60 

Val Leu Asn Leu Ala Val Ala Asp Leu Leu Phe Leu Leu Cys Met Ala 
65 70 75 80 

Ser Leu Leu Ser Leu Glu Thr Gly Pro Leu Leu Thr Ala Ser Thr Ser 

85 90 95 

Ala Arg Val Tyr Glu Gly Met Lys Arg He Lys Tyr Phe Ala Tyr Thr 

100 105 110 

Ala Gly Leu Ser Leu Leu Thr Ala He Ser Thr Gin Arg Cys Leu Ser 
115 120 125 
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Val Leu Phe Pro lie Trp Tyr Lys Cys His Arg Pro Gin His Leu Ser 

130 135 140 

Gly Val Val Cys Gly Vai Leu Trp Ala Leu Ala Leu Leu Met Asn Phe 
145 150 155 160 

Leu Ala Ser Phe Phe Cys Val Gin Phe Trp His Pro Asp Lys Tyr Gin 

165 170 175 

Cys Phe Lys Val Asp Met Val Phe Asn Ser Leu He Leu Gly He Phe 

180 185 190 

Met Pro Val Met Val Leu Thr Ser Ala He He Phe He Arg Met Arg 

195 200 205 

Lys Asn Ser Leu Leu Gin Arg Arg Gin Pro Arg Arg Leu Tyr Val Val 

210 ' ^" ■ 215 220 
He Leu Thr Ser Val Leu Val Phe Leu Thr Cys Ser Leu Pro Leu Gly 
225 230 235 240 

He Asn Trp Phe Leu Leu Tyr Trp Val Glu Leu Pro Gin Ala Val Arg 

245 250 255 

Leu Leu Tyr Val Cys Ser Ser Arg Phe Ser Ser Ser Leu Ser Ser Ser 

260 265 270 

Ala Asn Pro Val He Tyr Phe Leu Val Gly Ser Gin Lys Ser His Arg 

275 280 285 

Leu Gin Glu Ser Leu Gly Ala Val Leu Gly Arg Ala Leu Gin Asp Glu 

290 295 300 

Pro Glu Gly Arg Glu Thr Pro Ser Thr Cys Thr Asn Asp Gly Val 
305 310 315 319 

<210> 2 
<211> 957 
<212> DNA 
<213> Rat 
<400> 2 
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ATGAACTACA CTCCTTATAG CAGCCCAGCC CCAGGTCTGA CCATCAGCCC CACCATGGAC 60 
CCTGTGACCT GGGTTTACTT TTCAGTGACA TTCCTGGCCA TGGCCACCTG TGTGTGTGGG 120 
ATAGTGGGCA ACTCCATGGT GATTTGGCTA CTGAGTTTCC ACAGTGTGCA GAGGTCCCCC 180 
TTCTGCACCT ACGTGCTCAA CCTGGCGGTG GCCGACCTCC TCTTCCTGCT CTGCATGGCC 240 
TCCCTGCTCA GTCTGGAAAC AGGGCCCCTG CTCACAGCCA GCACCTCCGC CAGAGTCTAC 300 
GAGGGGATGA AGAGAATCAA GTACTTTGCC TACACAGCAG GCCTGAGCCT GCTGACGGCC 360 
ATCAGCACCC AGCGCTGTCT CTCCGTGCTT TTCCCCATCT GGTATAAGTG CCACCGGCCC 420 
CAGCACCTGT CGGGGGTGGT ATGTGGTGTG CTGTGGGCAC TGGCCCTCCT GATGAACTTC 480 
CTGGCTTCTT TCTTCTGTGT TCAATTCTGG CATCCCGACA AATACCAGTG CTTCAAGGTG 540 
GACATGGTTT TCAACAGTCT TATCCTGGGG ATCTTCATGC CCGTCATGGT CCTGACCAGC 600 
GCCATCATCT TCATCCGCAT GCGAAAGAAC AGCCTGCTGC AGAGACGGCA GCCTCGGCGG 660 
CTCTACGTGG TCATCCTGAC TTCCGTCCTT GTCTTCCTTA CCTGTTCTCT GCCGTTGG6C 720 
ATCAACTGGT TCTTACTCTA CTGGGTGGAA CTGCCGCAGG CCGTGAGGCT CCTGTACGTC 780 
TGCTCATCAC GCTTCTCCTC GTCTTTGAGG AGCAGCGCCA ACCCAGTCAT CTACTTCCTC 840 
GTGGGCAGCC AGAAGAGCCA CCGGCTGCAG GAGTCTCTGG GTGCTGTGCT GGGGCGGGCA 900 
CTTCAGGACG AGCCTGAAGG CAGGGAGACG CCATCCACAT GTACTAATGA TGGGGTC 957 
<210> 3 
<211> 36 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 3 

GTCGACATGA ACTACACTCC TTATAGCAGC CCAGCC 36 
<210> 4 
<2I!> 35 
<212> DNA 

<213> Arli f icial Sequence 
<220> 
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<223> 
<400> 4 

ACTAGTTCAG ACCCCATCAT TAGTACATGT GGATG 35 
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